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SYNOPSIS 
 

TITLE:   A Phase I double-blinded, placebo-controlled, randomized trial in HIV-
uninfected, healthy adult volunteers to evaluate the safety and 
immunogenicity of F4co adjuvanted with AS01B or AS01E administered 
with Ad35-GRIN 

 
PROTOCOL 
NUMBER: 

 
IAVI B002 

 
PHASE:   

 
Phase I 

  
 
SPONSOR: 

 
International AIDS Vaccine Initiative (IAVI) 
110 William Street, 27th Floor 
New York, New York 10038-3901  
USA 

 
SPONSOR 
STATUS: 

 
Non-Profit Organization 

  
OBJECTIVES: Primary:  

 
Safety  

• To evaluate the safety and tolerability of F4co formulated in AS01B or 
AS01E and Ad35-GRIN in the following regimen: 
 
o F4co formulated in AS01B or AS01E followed by Ad35-GRIN  
 
o Ad35-GRIN followed by F4co formulated in AS01B  

 
o F4co formulated in AS01B co-administered (simultaneous 

administration with separate injections) with Ad35-GRIN 
 

Immunogenicity  
• To evaluate the immunogenicity of F4co formulated in AS01B  
       or  AS01E  
 

o To demonstrate the non-inferiority of the immune response (in 
terms of the magnitude of the CD4+ CD40L+ T cells expressing 
at least IL-2) to F4co formulated in AS01E compared to F4co 
formulated in AS01B at 2 weeks post second dose (Groups A and 
B) 

 
Secondary: 
 
Immunogenicity  

• To evaluate the immunogenicity of F4co formulated in AS01B or  
AS01E and Ad35-GRIN  
 
o To evaluate the immunogenicity of two doses of F4co formulated 
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in AS01B and AS01E followed by a single Ad35-GRIN boost 
(Groups A and B) at 4 weeks and one year post-boost. 

o To evaluate the immunogenicity of a single Ad35-GRIN prime  
followed by two doses of F4co formulated in AS01B (Group C) at 4 
weeks and one year post-second F4co. 

o To evaluate the immunogenicity of 3 doses of co-administered 
F4co formulated in AS01B and Ad-35 GRIN (Group D) at 4 weeks 
and one year post-third dose. 

o To evaluate the immunogenicity of two doses of F4co formulated 
in AS01B (Group B) or in AS01E (Group A) at 4 and 12 weeks 
post-second F4co, a single dose of Ad35-GRIN (Group C) at 4 
and 12 weeks post–Ad35-GRIN, and two doses of co-
administered F4co formulated in AS01B and Ad-35 GRIN (Group 
D) at 4 weeks post–first co-administration, 4 and 12 weeks post–
second co-administration. 

 
ENDPOINTS: Primary: 

 
Safety and tolerability: 

• Proportion of volunteers with solicited adverse events (any OR any 
grade 3 or above) during a 14 day (Day 0 to Day 14) follow-up period 
after each vaccination   

 
• Proportion of volunteers with unsolicited adverse events  (any OR  

any grade 3 or above OR any related event OR any grade 3 or above 
and related) during a 4 week (Day 0 to Day 28) follow-up period after 
each vaccination and over the whole vaccination period 

 
• Proportion of volunteers with abnormal biochemical and 

haematological values (any grade 3 or above) after each vaccination 
and throughout the study period 

 
• Proportion of volunteers with serious adverse events (any event OR  

any related event) throughout the study period  
 

Immunogenicity: 
• To assess non-inferiority: magnitude of the CD4+ CD40L+ T cells 

expressing at least IL-2 to F4co formulated in AS01E, and F4co 
formulated in AS01B 

 
Secondary: 
 
Immunogenicity: 

• Proportion of volunteers with HIV-1 specific T-cell responses 
measured by IFN- γ and IL-2 ELISPOT assay at indicated time points 
after stimulation with HIV-1 Clade A and B peptide pools matched to 
the vaccines  
 

• Magnitude of  HIV-1 specific T-cell responses measured by IFN- γ and 
IL-2 ELISPOT assay at indicated time points after stimulation with 
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HIV-1 Clade A and B peptide pools matched to the vaccines 
 

• Proportion of volunteers with HIV-1 specific CD4+ or CD8+ T-cell 
responses assessed by Intracellular Cytokine Staining measuring IL-2 
and / or IFN- γ and/or TNF-α at indicated time points after stimulation 
with HIV-1 Clade A and B  peptide pools matched to the vaccines 
 

• Magnitude of HIV-1 specific CD4+ or CD8+ T-cell responses 
assessed by Intracellular Cytokine Staining measuring IL-2 and / or 
IFN- γ and/or TNF-α at indicated time points after stimulation with HIV-
1 Clade A and B  peptide pools matched to the vaccines 
 

• Seropositivity rates and magnitude of antibody titres to HIV-1 Clade B 
p17, p24, Nef, RT and F4co as measured by ELISA at indicated time 
points  
 

• Seropositivity rates and magnitude of anti-Ad35 neutralizing antibody 
titres at indicated time points 

 
 Exploratory:  

 
• Vaccine-specific T-cell response at any of the pre-determined time points 

to assess  both frequency and magnitude of responses measured by: 
o T-cell proliferation frequency and magnitude 
o T-cell markers for memory, exhaustion and activation, secretion of 

cytokines other than IFN- γ, IL-2 and TNF-α  
o Viral inhibition assay and other possible functional assays   
o Vaccine-induced positive reactions measured by SELECTEST 

(antibody ELISA assay for HIV infection in the presence of vaccine-
induced responses) as well as licensed HIV tests 

o Number of epitopes recognized by peripheral T cells in selected 
volunteers  
 

• Anti-Ad35 cell-mediated immune responses at any of the indicated time 
points by ELISPOT or Intracellular Cytokine Staining (ICS) 

 
• Proportion of volunteers and magnitude of response with HIV-1 

specific responses (as measured by ELISPOT, ICS or other assays 
indicated above) at selected time points after stimulation with HIV-1 Clade 
C, D or other peptides sets 

 
• Seropositivity rates and magnitude of antibody titres to HIV-1 non-Clade B 

antigens as measured by ELISA at indicated time points  
 

• Functional antibodies, e.g. avidity or other functional antibody assays at 
any of the pre-determined time points 
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STUDY DESIGN 
TABLE 

  vp: viral particles 
 

Group 
N 

(vaccine/ 
placebo) 

Months 

0 1 3 4 

A 28/7 F4co 10 μg/
AS01E 

F4co 10 μg/
AS01E  Ad35-GRIN 

2x1010 vp  

B 28/7 F4co 10 μg/
AS01B 

F4co 10 μg/
AS01B  Ad35-GRIN 

2x1010 vp  

C 28/7 
Ad35-GRIN 
2x1010 vp 

 
 F4co 10 μg/

AS01B 
F4co 10 μg/ 

AS01B 

D 28/7 

F4co 10 μg/
AS01B 

Ad35-GRIN 
2x1010 vp 

 

F4co 10 μg/
AS01B 

Ad35-GRIN 
2x1010 vp 

 

 

F4co 10 μg/
AS01B 

Ad35-GRIN 
2x1010 vp 

 

 
METHODS:   
 

 
See Schedule of Procedures (Appendices A, B and C) 

STUDY 
POPULATION:  

Healthy male or female adults 18 to 40 years of age, who are willing to 
undergo HIV testing, use an effective method of contraception, and who, in 
the opinion of the principal investigator or designee, understand the study and 
who provide written informed consent.  
 
Principal exclusion criteria include confirmed HIV-1 or HIV-2 infection; 
detection of Ad35-specific serum neutralizing antibody; reported high-risk 
behaviour for HIV infection; pregnancy and lactation; chronic disease; 
clinically significant abnormal laboratory values, recent vaccination or receipt 
of a blood product or vaccine; and previous severe local or systemic reactions 
to vaccination or history of severe allergic reactions. 
 

NUMBER OF 
VOLUNTEERS:   

Approximately 140 volunteers (112 vaccine / 28 placebo recipients) will be 
included in the study. 
 
An over-enrolment of up to 7% (approximately 10 additional volunteers) will 
be permitted in the study to facilitate rapid enrolment.  
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DESCRIPTION OF 
INVESTIGATIONAL 
PRODUCT: 
 

 
The study vaccines are as follows: 
 

• F4co (Fusion protein p24-RT-Nef-p17 from HIV-1 subtype B Gag, Pol, 
Nef proteins) formulated in the adjuvants AS01B or AS01E. Both 
adjuvant systems contain the immunostimulants Monophosphoryl 
Lipid A (MPL) and QS21 (50 µg of each for AS01B and 25 µg of each 
for AS01E) formulated with liposomes 
 

• Ad35-GRIN (recombinant, replication-incompetent adenovirus 
serotype35 expressing HIV-1 subtype A gag, reverse transcriptase, 
integrase, and nef (GRIN) genes) 

• The associated placebo is: Saline (NaCl 0.9%) 

 

 
Vaccine/ 
Placebo 

 
Dosage 
Level 

 
Volume in vial 

(mL) 

 
Volume injected 

intramuscularly (mL)

F4co/AS01E 10 μg At least 0.5 mL 0.5 mL  

F4co/AS01B 10 μg At least 0.5 mL 0.5 mL  

Ad35-GRIN 2x1010 vp 0.725 mL 

1.0mL 
(use entire contents of 
one vial and sufficient 
amount from second 
vial to make 1.0 ml) 

 

 
Saline 

 
NA 0.7   mL 

0.5 mL for F4co 
 or 1.0 ml  for Ad35-
GRIN (using 2 vials) 

 
  
  
BLINDING:  Volunteers will be randomly assigned to one of four groups described in the 

study design table above. Study staff (with the exception of the pharmacist) 
and volunteers will be blinded with respect to volunteer assignment between 
adjuvant groups A vs. B as well as to the allocation of active study vaccine or 
placebo within each group.  There will be no blinding between group 
schedules A/B, C and D. Volunteers in Groups C or D will know their specific 
group assignment and will be blinded only with respect to the administration 
of vaccine or placebo. 
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DURATION OF 
STUDY 
PARTICIPATION:   

Volunteers will be screened up to 42 days before vaccination (90 days for 
Ad35 neutralizing antibody screening) and will be followed for 12 months 
after the last vaccination.  
  
It is anticipated that it will take approximately 5 months to enrol the study.  
 
Upon completion of this study, volunteers will be asked to participate in the 
IAVI Long-Term Follow-Up study to assess safety (and immunogenicity if 
present at end of this study).  

 
EVALUATION FOR 
INTERCURRENT HIV 
INFECTION:   

 
Volunteers will be clinically evaluated and tested for HIV-1 and HIV-2 
antibodies at time points specified in the Schedule of Procedures 
(Appendices A, B and C). Test results will be interpreted according to a pre-
determined diagnostic algorithm. To distinguish a true HIV infection acquired 
through exposure in the community from the vaccine-induced antibody 
response, a nucleic-acid-based HIV test will be done. HIV testing at 
additional time points may be performed at the discretion of the volunteer 
and principal investigator or designee as medical or social circumstances 
arise. 
 
To maintain blinding study staff with direct contact with the volunteers will be 
notified only if HIV infection is confirmed. Volunteers who acquire HIV 
infection during the study, despite counselling, will complete the Early 
Termination visit as detailed in the Schedule of Procedures and then be 
referred to IAVI Protocol H for follow-up of clinical, laboratory and 
immunology assessments. 
 

STATISTICAL 
CONSIDERATIONS: 

Collected data will be identified only by a volunteer identification number. 
Safety data will be reviewed by an independent Safety Review Board (SRB) 
for the first 28 volunteers in groups A/B, the first 14 volunteers in group C 
and the first 14 volunteers in group D at 2 weeks post month 1 and 2 weeks 
post month 4. Ad-hoc review may be specifically requested by the sponsor, 
GSK, the Principal Investigators or by the SRB. 
 
At 1 month after the end of the vaccination regimen and at the end of the 
study, an analysis will be performed according to a pre-specified statistical 
analysis plan. The proportion of volunteers in each group who become HIV-
infected will be analyzed (if any infections occur). Safety and tolerability will 
be addressed by examining the overall rates of adverse events and serious 
adverse events that might be associated with vaccination and the number of 
volunteers who experience these events. All clinical and routine laboratory 
data will be included in the safety analysis. Immunogenicity analyses will be 
performed in all volunteers who have received vaccine. Immune responses 
may be compared to results in the earlier IAVI-sponsored studies and earlier 
GSK studies. 
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ABBREVIATIONS 
 

Abbreviation Term 
AE Adverse Event 
AIDS Acquired Immunodeficiency Syndrome 
ALT  Alanine-Aminotransferase 
AST  Aspartate-Aminotransferase 
CFC Cytokine Flow Cytometry 
CLS Contract Laboratory Services  
CMI Cell Mediated Immunity 
CMO Chief Medical Officer  
CMV Cytomegalovirus 
CRC Clinical Research Centre  
CRF Case Report Form 
CTA Clinical Trial Agreement  
CTL Cytotoxic T Lymphocyte 
DCC Data Coordinating Centre 
DNA Deoxyribonucleic Acid 
ELISA Enzyme Linked Immunosorbent Assay  
ELISPOT Enzyme Linked Immunospot Assay 
GCP Good Clinical Practice 
GSK GlaxoSmithKline Biologicals 
HIV Human Immunodeficiency Virus 
HLA Human Leukocyte Antigen 
HSV Herpes Simplex Virus 
IAVI International AIDS Vaccine Initiative 
ICH International Conference on Harmonization 
ICS Intracellular Cytokine Staining  
IDES Internet Data Entry System 
IFN-γ Interferon-gamma 
IL-2 Interleukin-2 
Kg Kilogram 
LIMS Laboratory Information Management System 
mg  Milligram 
PCR Polymerase Chain Reaction 
pfu Plaque Forming Units 
PBMC Peripheral Blood Mononuclear Cells 
RPR Rapid Plasma Reagin 
SAE Serious Adverse Event 
SIV Simian Immunodeficiency Virus 
SHIV Simian-Human Immunodeficiency Virus 
SOP Standard Operating Procedure 
SOM Study Operations Manual 
SRSV Small Round Structured Virus 
SRB Safety Review Board 
STD Sexually Transmitted Disease 
TPHA Treponema Pallidum Hemagglutination  
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Abbreviation Term 
TNF-α Tumour-necrosis factor alpha  
VDP Vaccine Development Partnership 
VIA Viral Inhibition Assay 
vp Viral particle 
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1.0. CONTACT INFORMATION  

1.1 Sponsor Contact Information 
 

Trial Sponsor 
 
International AIDS Vaccine Initiative (IAVI) 
110 William Street, 27th Floor 
New York, NY 10038-3901, USA  
 

 
Telephone: 
Fax: 
Mobile: 
 

 
+ 1 212 847 1068 
+ 1 212 847 1113 
+ 1 646 206 6611 
 

Chief Medical Officer 
 
Patricia Fast, MD, PhD 
Chief Medical Officer, Medical Affairs 
International AIDS Vaccine Initiative 
110 William Street, 27th Floor 
New York, NY 10038-3901, USA 
 
Medical Monitor 
 
Frances Priddy, MD MPH 
Senior Director, Medical Affairs 
110 William Street, 27th Floor 
New York, NY 10038-3901, USA  
 
Clinical Program Manager 
 
Marietta Krebs, MHSA, MBA                              
International AIDS Vaccine Initiative  
50 Beale Street, Suite 1300 
San Francisco, CA 94105 
 
Data Coordinating Center  
 
The EMMES Corporation 
401 N. Washington Street 
Suite 700  
Rockville, MD 20850, USA 
 

 
 
Telephone: 
Fax:              
Mobile:         
E-mail:  
 
 
 
 
Telephone: 
Fax:  
Mobile:  
E-mail: 
 
 
 
Telephone: 
Fax: 
Mobile: 
Email: 
 
 
 
Telephone: 
Fax: 
Email: 
 

 
 
+1 212 847 1068 
+1 212 847 1113 
+1 646 206 6611 
pfast@iavi.org 
 
 
 
 
+ 1 608 203 5141 
+ 1 608 203 5501 
+ 1 646 287 8943 
fpriddy@iavi.org 
 
 
 
+1 415 597 9147 
 
+1 646  945 2926 
mkrebs@iavi.org 
 
 
 
+ 1 301 251 1161 
+ 1 301 251 1355 
iavitrials@emmes.com  
 

Trial Monitoring 
 
Helen Thomson 
Clinical Program Director, Africa 
International AIDS Vaccine Initiative (IAVI) 
East Africa Office 
ABC Place (Building 2, 3rd Floor) 
Waiyaki Way 
P.O. Box 340-00202 KNH 
Nairobi, Kenya 

Telephone: 
Mobile:  
Fax: 
E-mail: 

 
+254 20 445 3596/7 
+254 720243795 
+254 20 445 3598 
hthomson@iavi.org 
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Human Immunology Lab (HIL)   
 
Jill Gilmour, Ph.D 
Senior Director, Clinical Research 
International AIDS Vaccine Initiative (IAVI) 
5th Floor St. Stephen’s Centre 
Chelsea and Westminster Hospital 
369 Fulham Road 
London SW10 9NH United Kingdom 

Telephone:
Fax: 
Mobile: 
E-mail: 
 
 

+ 44 208 746 5098 
+ 44 208 746 5096 
+ 44 7810 202 699 
jgilmour@iavi.org 
 
 

 
Josephine H Cox, Ph.D 
Director Clinical Immunology 
International AIDS Vaccine Initiative 
1600 Gude Drive, Room 114 
Rockville, MD 20850, USA 
 

Telephone:
Fax:  
Mobile: 
Email: 

+1  301 251 8360 
+1 301 424 3120 
+1 646 639 5904 
jcox@iavi.org 

Gwynn Stevens, Ph.D 
Director Clinical Laboratory Program 
International AIDS Vaccine Initiative 
6 Albury Park, Dunkeld West 
Johannesburg, South Africa 

Telephone:
Fax:  
Mobile: 
Email: 

+27 11 325 4737 
+27 11 759 6210 
+27 83 415 0818 
gstevens@iavi.org 

 
Tony Tarragona, Ph.D. 
Lab Manager/Administrator 
IAVI Human Immunology Lab 
Imperial College London, Faculty of Medicine 
St. Stephen’s Centre, 5th Floor 
Chelsea Campus 
369 Fulham Road 
London SW10 9NH, United Kingdom 

Telephone:
Fax: 
Mobile: 
E-mail: 
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Biologicals Clinical and Safety                     Mobile:           +32 479 029 887 
Pharmacovigilance 
GSK Biologicals 
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GSK Laboratory Contacts   
 

Patricia Bourguignon              Telephone:        + 32 2 656 89 33                              
Clinical Read-out Project Manager   Email:  patricia.bourguignon@gskbio.com  
HIV Program       
Research & Development  
GSK Biologicals  
Rue de l’Institut, 89 
1330 Rixensart, Belgium 
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2.0 SIGNATURE PAGE 
 
The signatures below constitute the approval of this protocol and the appendices and 
provide the necessary assurances that this study will be conducted in compliance with 
the protocol, GCP and the applicable regulatory requirement(s).  
 

Sponsor: 
 

 
Signed: 

 
 
 

 
Date: 

 

 
 
 

 

Patricia Fast, MD, Ph.D. 
Chief Medical Officer, Medical Affairs, IAVI 
 

 
 
 

 

 

    

Principal Investigator:  
 
 
Signed: 

 
 
 

 
Date: 

 

  
 
Name (please print):  

  

  
 
Name of institution (please print):  
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3.0 INTRODUCTION AND BACKGROUND INFORMATION 
 
According to the Joint United Nations Programme on HIV/AIDS and the World Health 
Organization, as of the end of 2008 approximately 33.4 million people were estimated to be 
living with HIV/AIDS, with 95% residing in the developing world. It is estimated that in 2008 
alone, 2.7 million people were newly infected with HIV, there were approximately 7,400 new 
infections per day and 2 million people died of AIDS1. 
 
Sub-Saharan Africa remains the region most affected by the AIDS pandemic accounting for 
67% of new infections in adults, a majority of which are women , and 91% of new infections 
in children and and 72% of all AIDS deaths recorded in 2008. It is estimated that 1.9 million 
people were newly infected with HIV in 2008, bringing to 22.4 million the total number of 
people living with HIV in the region.  
 
There is an urgent need to strengthen existing prevention methods such as behavioural 
interventions, condom use, sexually transmitted disease treatment, harm reduction, male 
circumcision and explore/ensure access to new prevention strategies to control the epidemic 
and prevent new infections, including pre-exposure prophylaxis, HIV treatment, and 
preventive vaccines and topical microbicides. The development of a vaccine against HIV 
type-1 remains the best hope for controlling the HIV/AIDS pandemic2. 
 
The effort to develop an effective preventive vaccine against HIV-1 infection is challenged 
by the wide genetic diversity of HIV-1 among different isolates3 4 5. Genomic recombination 
between different HIV-1 populations frequently occurs. With the continuous evolution and 
mixing of genetic subtypes and the reality of recombination, new vaccine strategies capable 
of coping with the possibility of antigenic change will be needed. Group M viruses are the 
most common globally and are further subdivided into different genetic subtypes or clades. 
Analysis of genomic sequences from different regions in the world have identified ten clades 
to date, designated A--H, J and K and dozens of recombinant forms, but together, the A, B 
and C subtypes are responsible for about 75%-85% of new HIV infections in the world6. In 
Kenya, subtype A is the predominant subtype and a high proportion of intersubtype 
recombinants are seen7 8 . In Uganda, subtypes A and D predominate and there are a 
smaller proportion of recombinants of subtypes A and D seen 9 10 11 12 . In Zambia, subtype 
C is the predominant strain seen (95%), although subtypes A, D, G and J have also been 
identified 13 14.  . 
 
To be effective, an HIV vaccine will have to induce appropriate immune responses that are 
potent and long-lasting. The immune correlates for protection that may be required are not 
known, but experimental and natural history studies suggest that both high levels of HIV-
specific neutralizing antibody and long-lasting effector and central memory HIV-specific 
CD8+ and CD4+ T-cell responses are needed in both systemic and mucosal compartments 
15 16 17 18 19 20 21 22. 
 
Neutralizing antibodies against circulating isolates are induced principally by the envelope 
glycoprotein of HIV (Env) and could confer sterilizing immunity against HIV as suggested by 
non-human primate SHIV challenge studies 23 24 25. However, attempts to design appropriate 
immunogens have failed. This has been a major drawback for env-based HIV vaccines, 
since current immunogens afford only very narrow protection against HIV strains that are 
closely related to the vaccine antigen26 27. The search for an immunogen able to induce 
broad cross-protective neutralizing antibodies remains difficult and critical 28 29.  
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Evidence that CD8+ cytotoxic T lymphocytes (CTL) can control AIDS virus replication in the 
absence of antibodies has been demonstrated in HIV-infected subjects with a reduction in 
viremia in acute infection temporally associated with HIV-1-specific CTL30 31 32. The role of 
CTL was further suggested in the SIV macaque model 33 34 35 36.  

Issues of quantity, quality and location impact the ability of CD8+ T cells to mediate 
protection from infection37. To protect from viruses which remain within the cells of the host 
and cause persistent infection, such as HIV, the immune system has evolved CD4+ and 
CD8+ T cells. Both T cell subtypes are recruited in tissues by dendritic cells sensitized 
through the Toll-like receptors to the presence of pathogens. CD4+ T cells provide help to 
naive CD8+ T cells so they can proliferate and acquire the ability to recognize foreign 
antigens presented on the surface of the infected cells and kill them. Naive CD8+ and CD4+ 
T cells become memory T cells once they have encountered the antigen. There are two 
main subtypes, effector and central memory CD8+ T cells that can be differentiated by their 
surface expression of receptors, cytokine production and ability to proliferate38.  

Preservation and/or restoration of intestinal CD4+ memory T cells seems to be associated 
with protection from challenge and control of viremia in the non-human primate SIV 
challenge model39. These results suggest that protection against pathogenic lentiviral 
infection or disease progression may correlate with preservation of mucosal CD4+ T cells. In 
animals, accumulating evidence suggests that HIV-specific CD4+ T cells are equally crucial 
for the induction of a protective immune response against HIV40. Furthermore, the analysis 
of immune responses in HIV-infected individuals suggests a crucial role for CD4+ T cells41. 
CD4+ T cells provide essential help to CD8+ effector T cells in long-term non-progressors 42 
43 44. In contrast, the absence of HIV-specific CD4+ T cells in chronically infected individuals 
seems to be related to an impairment of CD8+ T cell maturation45.  

Altogether, these data suggest that an effective HIV vaccine should induce strong HIV-
specific CD4+ and CD8+ T cell responses.  

The prime-boost strategy involves priming the immune system to a target antigen delivered 
by one vaccine and then selectively boosting this immunity by repeat administration of the 
antigen by a second and distinct vaccine46. The synergistic enhancement of immunity to the 
target antigen is reflected in an increased number of antigen-specific T cells, selective 
enrichment of high avidity T cells and increased efficacy against pathogenic challenge 47. 
Heterologous HIV immunogens derived from different clades for sequential priming and 
boosting predominantly stimulated T-cell immunity against conserved epitopes, whereas a 
single vaccine derived from one clade or the mixture of multiple vaccines from different 
clades primarily raised T-cells against less conserved or non-conserved epitopes48 49.  
 
It is proposed to develop a sequential prime-boost or concomitant administration regimen to 
elicit both HIV-specific CD4+ T cells with adjuvanted protein vaccines and HIV-specific 
CD8+ T cells with a recombinant viral vector (adenovirus), the two vaccines acting possibly 
in synergy.    

 3.1       Study Rationale 
This study is a Phase I randomized, placebo-controlled, double-blind clinical trial 
in HIV-uninfected, healthy adult volunteers to evaluate the safety and 
immunogenicity of F4co 10μg formulated in AS01 adjuvant (AS01B vs. AS01E; 
AS01E contains half the quantity of immunostimulants of AS01B) and Ad35-GRIN 
at 2x1010vp.  
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The two vaccine candidates will be used in two different prime-boost regimens 
and a co-administration regimen as follows:  
 
• F4co formulated in AS01B or AS01E followed by Ad35-GRIN  
• Ad35-GRIN followed by F4co formulated in AS01B  
• F4co formulated in AS01B co-administered with Ad35-GRIN 

 
The trial design is hypothesis-driven:  

 
• F4co formulated in AS01B and AS01E and Ad35-GRIN have acceptable 

safety profiles and induce robust cell-mediated immune responses in non-
human primates and humans 

• F4co formulated in AS01B and AS01E induces HIV-specific CD4+ T-cell 
responses while Ad35-GRIN induces HIV-specific CD8+ T-cell responses  

• A sequential prime-boost regimen may induce both CD4+ and CD8+ T-cell 
responses either by additive or synergistic mechanisms. This may result in 
broad and polyfunctional immune responses to several proteins and epitopes, 
overcoming the HIV-1 subtype diversity, and confering a greater magnitude 
and longer duration of response.  

• The co-administration regimen may synergize simultaneously rather than 
sequentially the CD4+/CD8+ T-cell interaction and generate earlier and 
stronger immune responses. 

 
   3.1.1  Experience with F4co protein adjuvanted with AS01 
 

F4co is a recombinant fusion protein (p24, Reverse Transcriptase, Nef, 
p17  (p24-RT-Nef-p17)) from conserved HIV-1 subtype B antigens (gag, 
pol, nef) formulated with the adjuvant system AS01 (immunostimulants 
MPL and QS21 formulated in liposomes). The F4co fusion protein was 
designed to include a broad range of cross-reacting T-cell epitopes from 
gag, pol and nef proteins from HIV-1 Clade B.  

 
AS01 (liposome-based formulation containing the immunostimulants 3D-
MPL [3-deacylated monophosphoryl lipid A] and QS21 [a triterpene 
glycoside purified from the bark of Quillaja saponaria]) (50 µg of each for 
AS01B and 25 µg of each for AS01E) was chosen among other potent 
adjuvants, from several clinical studies for its propensity to induce a 
stronger Th1 cellular-mediated immune response and its acceptable 
safety profile50 51 52 53. 
 
The first time in human study, PRO-HIV-005, investigated the safety and 
immunogenicity of GSK’s novel recombinant protein HIV antigen F4co, 
adjuvanted or not, in an antigen dose-escalation design (10, 30 or 90 µg) 
in healthy, HIV-uninfected volunteers. The study was conducted in 180 
volunteers at the Center for Vaccinology, Ghent University and Hospital 
(Belgium); 3 groups of 50 volunteers received two doses, at one month 
intervals, of F4co at 10, 30 or 90 µg adjuvanted with AS01B, and 3 groups 
of 10 volunteers received non-adjuvanted F4co antigen (reconstituted in 
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water for injection) at the same dose levels and following the same 
schedule.  
 
During the 7-day post-vaccination period, higher reactogenicity was 
observed in the adjuvanted study vaccine groups as compared to the 
non-adjuvanted study vaccine groups but reactogenicity was not related 
to antigen dose level. The F4co vaccine, either non-adjuvanted or 
adjuvanted with AS01B, had an acceptable reactogenicity profile. No 
vaccine-related SAEs were reported. 
 
Very potent, persistent and polyfunctional CD4+ T cell responses were 
observed in this study. Interestingly, the F4co 10 µg /AS01B dose induced 
the highest frequency of specific CD4+ T cells, with all subjects 
responding to at least three of the antigens and 80% responding to all 
four antigens. As a result, 10µg F4co/500µl AS01B was chosen as the 
optimal combination for further development. 54 
 
During the conduct of a preclinical toxicology study in minipigs evaluating 
a combination of the F4co/ AS01B vaccine candidate with a DNA vaccine, 
lens opacities in the eyes were noted. After a full review of the preclinical 
toxicology data, the findings remained inconclusive. Therefore, a second 
preclinical toxicology study was conducted using New Zealand White 
rabbits, which have a very low background incidence of lens opacity. No 
signs of treatment-related lens opacity were seen in the F4co/ AS01B, 
AS01B or F4co groups. No treatment-related gross or microscopic 
findings were observed at ophthalmologic examinations. 
 
See F4co Investigator Brochure for full description of the preclinical and 
clinical immunogenicity and safety profile of this candidate vaccine. 

 
   3.1.2  Experience with Ad35-GRIN 
 

Ad35-GRIN is a replication-incompetent recombinant Adenovirus 
serotype 35 expressing HIV-1 Clade A genes (gag, reverse transcriptase, 
integrase and nef (GRIN). The GRIN genes were identified within the 
HIV-1 sequence, designed as a fusion product, and codon-optimized for 
human cell expression and translation. GRIN was selected based on the 
evidence that in a worldwide study assessing HIV-1-infected humans, the 
highest levels of T-cell responses (75-100%) were observed against gag, 
pol, and nef, regardless of either the donor’s origin or the subtype of the 
infecting virus 55. Where appropriate, mutations have been introduced to 
abrogate the normal functions of the HIV proteins. 
 
The recombinant adenovirus (rAd) vaccine design is based on the 
concept of immunisation by gene transfer. Following entry into target 
cells, it is expected that the HIV-1 gene products will be expressed 
without the production of infectious adenovirus particles or integration into 
the host genome and stimulate predominantly CD8+ cytotoxic T cells to 
the HIV-1 proteins. Preclinical studies56 57 58 59 60 and clinical studies 61 62 
63 64 65 show that immune responses against HIV can be elicited by direct 
gene transfer of immunogen-expressing HIV genes via recombinant 
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adenovirus vectors. The major advantage of rAd immunization appears to 
be its efficacy in transducing host cells and priming the induction of CD8+ 
cytotoxic T lymphocytes (CTL) responses, which are considered 
important in limiting viral replication66 67 68 69. There is an additional safety 
feature in that following entry into the target cells, the HIV-1 gene 
products will be expressed without the production of infectious adenovirus 
(Ad) or integration into the host genome. These gene products can be 
produced in cells that are not actively dividing.  
 
A second vector has been produced which contains the HIV-1 subtype A 
gp140 gene (Ad35-ENV), although it will not be used in this trial. Non-
human primate immunogenicity data suggest that stronger HIV-specific 
CD8+ T cell responses are generated by Ad35-GRIN/ENV at a dosage of 
2 x 1010 vp and 2 x 1011 than at lower dosage levels.  

 
A Phase I placebo-controlled, double-blinded (in terms of vaccine or 
placebo), randomized dose-escalation trial to evaluate the safety and 
immunogenicity of Ad35-GRIN/ENV HIV Vaccine in 42 healthy adult 
volunteers is ongoing in the US (IAVI B001 – BB-IND# 13876). Three 
vaccine dosages are tested: 2 x 109, 2 x 1010, and 2 x 1011 viral particles 
(vp). The vaccine is administered by intramuscular route at months 0 and 
6. As of 17 December 2009, safety data is available for the first 42 
injections of vaccine or placebo in all dose groups, with 13 and 8 
receiving the 6-month booster dose in the 2 x 109 and 2 x 1010  groups 
respectively.  Overall, the Ad35-GRIN/ENV vaccine was generally safe 
and well tolerated. The high dose of Ad35-GRIN/ENV at 2x1011 vp 
appeared more reactogenic both systemically and locally compared to the 
low (2x109 vp) and mid (2x1010 vp) dose groups, with 5/14 volunteers in 
the high dose group reporting severe, but transient, systemic reactions 
after the first vaccination. No serious adverse event has been reported in 
either group. No Ad35 shedding was reported in the few samples tested 
to date. These preliminary data suggest that the 2x1011 vp dose may be 
likely to cause  transient but moderate-severe systemic 
reactions.Therefore the 2x1010 vp dose was selected for this study. 
 
See Ad35-GRIN/ENV Investigator Brochure for full description of the 
preclinical and clinical safety profile of this candidate vaccine. 
 

 
4.0 STUDY OBJECTIVES   

4.1 Primary Objectives 
  Safety  

• To evaluate the safety and tolerability of F4co formulated in AS01B or AS01E 
and Ad35-GRIN in the following regimen: 

 
o F4co formulated in AS01B or AS01E followed by Ad35-GRIN 

  
o Ad35-GRIN followed by F4co formulated in AS01B  
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o F4co formulated in AS01B co-administered (simultaneous administration 
with separate injections) with Ad35-GRIN 

 
Immunogenicity  
• To evaluate the immunogenicity of F4co formulated in AS01B or  AS01E  
 

o To demonstrate the non-inferiority of the immune response (in terms of 
the magnitude of the CD4+ CD40L+ T cells expressing at least IL-2) to 
F4co formulated in AS01E compared to F4co formulated in AS01B at 2 
weeks post second dose (Groups A and B) 

 

4.2 Secondary Objectives 
Immunogenicity  
• To evaluate the immunogenicity of F4co formulated in AS01B or  AS01E and 

Ad35-GRIN  
 

o To evaluate the immunogenicity of two doses of F4co formulated in 
AS01B and AS01E followed by a single Ad35-GRIN boost (Groups A 
and B) at 4 weeks and one year post-boost. 

o To evaluate the immunogenicity of a single Ad35-GRIN prime  
followed by two doses of F4co formulated in AS01B (Group C) at 4 
weeks and one year post-second F4co. 

o To evaluate the immunogenicity of 3 doses of co-administered F4co 
formulated in AS01B and Ad-35 GRIN (Group D) at 4 weeks and one 
year post-third dose. 

o To evaluate the immunogenicity of two doses of F4co formulated in 
AS01B (Group B) or in AS01E (Group A) at 4 and 12 weeks post-
second F4co, a single dose of Ad35-GRIN (Group C) at 4 and 12 
weeks post–Ad35-GRIN, and two doses of co-administered F4co 
formulated in AS01B and Ad-35 GRIN (Group D) at 4 weeks post–first 
co-administration, 4 and 12 weeks post–second co-administration. 

 
 

5.0 STUDY ENDPOINTS AND STUDY DESIGN 

5.1 Study Endpoints  
   5.1.1  Primary Endpoints 
  

Safety and tolerability: 
• Proportion of volunteers with solicited adverse events (any OR any 

grade 3 or above) during a 14 day (Day 0 to Day 14) follow-up period 
after each vaccination   

 
• Proportion of volunteers with unsolicited adverse events  (any OR  

any grade 3 or above OR any related event OR any grade 3 or above 
and related) during a 4 week (Day 0 to Day 28) follow-up period after 
each vaccination and over the whole vaccination period 
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• Proportion of volunteers with abnormal biochemical and 
haematological values (any grade 3 or above) after each vaccination 
and throughout the study period 

 
• Proportion of volunteers with serious adverse events (any event OR  

any related event) throughout the study period  
         

Immunogenicity: 
• To assess non-inferiority: magnitude of the CD4+ CD40L+ T cells 

expressing at least IL-2 to F4co formulated in AS01E, and F4co 
formulated in AS01B  
 

   5.1.2 Secondary Endpoints 
  

Immunogenicity: 
• Proportion of volunteers with HIV-1 specific T-cell responses 

measured by IFN- γ and IL-2 ELISPOT assay at indicated time points 
after stimulation with HIV-1 Clade A and B peptide pools matched to 
the vaccines  

 
• Magnitude of HIV-1 specific T-cell responses measured by IFN- γ and 

IL-2 ELISPOT assay at indicated time points after stimulation with 
HIV-1 Clade A and B peptide pools matched to the vaccines  

 
• Proportion of volunteers with HIV-1 specific CD4+ or CD8+ T-cell 

responses assessed by Intracellular Cytokine Staining measuring IL-2 
and / or IFN- γ and/or TNF-α at indicated time points after stimulation 
with HIV-1 Clade A and B  peptide pools matched to the vaccines 

 
• Magnitude of HIV-1 specific CD4+ or CD8+ T-cell responses 

assessed by Intracellular Cytokine Staining measuring IL-2 and / or 
IFN- γ and/or TNF-α at indicated time points after stimulation with HIV-
1 Clade A and B  peptide pools matched to the vaccines 

 
• Seropositivity rates and magnitude of antibody titres to HIV-1 Clade B 

p17, p24, Nef, RT and F4co as measured by ELISA at indicated time 
points  
 

• Seropositivity rates and magnitude of anti-Ad35 neutralizing antibody 
titres at indicated time points 

 
                  5.1.3  Exploratory Endpoints 
 

• Vaccine-specific T-cell response at any of the pre-determined time 
points to assess  both frequency and magnitude of responses 
measured by: 
o T-cell proliferation frequency and magnitude 
o T-cell markers for memory, exhaustion and activation, secretion of 

cytokines other than IFN- γ, IL-2 and TNF-α  
o Viral inhibition assay and other possible functional assays   
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o Vaccine-induced positive reactions measured by SELECTEST 
(antibody ELISA assay for HIV infection in the presence of 
vaccine-induced responses) as well as licensed HIV tests 

o Number of epitopes recognized by peripheral T cells in selected 
volunteers  
 

• Anti-Ad35 cell-mediated immune responses at any of the indicated 
time points by ELISPOT or Intracellular Cytokine Staining (ICS) 

 
• Proportion of volunteers and magnitude of response with HIV-1 

specific responses (as measured by ELISPOT, ICS or other assays 
indicated above) at selected time points after stimulation with HIV-1 
Clade C, D or other peptides sets 

 
• Seropositivity rates and magnitude of antibody titres to HIV-1 non-

Clade B antigens as measured by ELISA at indicated time points  
 

• Functional antibodies, e.g. avidity or other functional antibody assays 
at any of the pre-determined time points 

5.2 Study Design 
The study is Phase 1, randomized, placebo-controlled clinical trial designed to 
evaluate the safety and immunogenicity of F4co formulated in AS01B or AS01E 
and Ad35-GRIN. Vaccine or placebo will be administered at 3 separate time 
points depending on the volunteer’s group assignment.  

 
Table 1 

Study Design 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Group 
N 

(vaccine/ 
placebo) 

Months 

0 1 3 4 

A 28/7 F4co 10 μg/
AS01E 

F4co 10 μg/
AS01E  Ad35-GRIN 

2x1010 vp  

B 28/7 F4co 10 μg/
AS01B 

F4co 10 μg/
AS01B  Ad35-GRIN 

2x1010 vp  

C 28/7 
Ad35-GRIN 
2x1010 vp 

 
 F4co 10 μg/

AS01B 
F4co 10 μg/ 

AS01B 

D 28/7 

F4co 10 μg/
AS01B 

Ad35-GRIN 
2x1010 vp 

 

F4co 10 μg/
AS01B 

Ad35-GRIN 
2x1010 vp 

 

 

F4co 10 μg/
AS01B 

Ad35-GRIN 
2x1010 vp 
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5.2.1 Duration of the Study 
 
Volunteers will be screened up to 42 days before vaccination (up to 90 
days for Ad35 neutralizing antibody) and will be followed for 12 months 
after the last vaccination (16 months total participation).  
 
It is estimated that it will take approximately 5 months to complete 
enrolment.  
 

5.2.2 Study Population 
 
The study population consists of healthy male or female adults aged 18 to 
40 years who are willing to undergo HIV testing, use an effective method 
of contraception, and who in the opinion of the investigator or designee, 
understand the study and provide written informed consent. 
 
Approximately 140 volunteers (112 vaccine /28 placebo recipients) will be 
included in the study. An over-enrolment of up to 7% (approximately 10 
additional volunteers) will be permitted in the study to facilitate rapid 
enrolment.  

 
5.2.3 Inclusion Criteria 

 
1. Healthy males and females, as assessed by a medical history, 

physical exam, and laboratory tests 
 

2. At least 18 years of age on the day of screening and has not reached 
his/her 41st birthday on the day of first vaccination  
 

3. Willing to comply with the requirements of the protocol and available 
for follow-up for the planned duration of the study (screening plus 16 
months) 

 
4. In the opinion of the Principal Investigator or designee and based on 

Assessment of Informed Consent Understanding results, has 
understood the information provided and potential risks linked to 
vaccination and participation in the trial. Written informed consent 
needs to be provided by the volunteer before any study-related 
procedures are performed 

 
5. Willing to undergo HIV testing, risk reduction counselling, receive HIV 

test results and committed to maintaining low risk behaviour for the 
trial duration 

 
6. If a female of childbearing potential (not menopausal or anatomically 

sterile), willing to use an effective non-barrier method of contraception 
(hormonal contraceptive; intra-uterine device), from screening until 
four months after last vaccination. All female volunteers must be 
willing to undergo urine pregnancy tests at time points as indicated in 
the Schedule of Procedures (Appendices A, B and C) and must test 
negative prior to each vaccination. 
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7. If sexually active male (who is not anatomically sterile), willing to use 

an effective method of contraception (such as consistent condom 
use) from the day of first vaccination until 4 months after the last 
vaccination 

 
8. Willing to forgo donations of blood or any other tissues during the 

study and, for those who test HIV positive after vaccination, until the 
anti-HIV antibody titres become undetectable 

 
5.2.4 Exclusion Criteria 

 
1. Confirmed HIV-1 or HIV-2 infection  

 
2. Any clinically relevant abnormality on history or examination including 

history of immunodeficiency, malignancy or autoimmune disease; use 
of systemic corticosteroids (<2 weeks  use of topical or inhaled 
steroids is permitted); immunosuppressive, anticancer, anti-
tuberculosis or other medications considered significant by the 
investigator within the previous 6 months  

 
3. Any clinically significant acute or chronic medical condition that is 

considered progressive, or in the opinion of the investigator, makes 
the volunteer unsuitable for participation in the study  

 
4. Detection of Ad35-specific serum neutralizing antibody  

 
5. Reported high-risk behaviour for HIV infection within 6 months prior to 

first vaccination, as defined by: 
• Unprotected sexual intercourse with a known HIV-infected 

person, a partner known to be at high risk of HIV infection or a 
casual partner (i.e. no continuing established relationship) 

• Engaged in sex work for money or drugs 
• Frequent excessive alcohol use, binge drinking (e.g. men 

consume 5 or more  and women 4 or more  drinks in about 2 
hours) or use of illicit drugs  

• Recently acquired a sexually transmitted disease (STD)  
• A high-risk partner currently or within the previous 6 months 
• Three or more sexual partners 

 
Note: Volunteers with the following behaviour within 6 months 
prior to first vaccination are eligible:  
• Two or fewer mutually monogamous relationships with HIV 

negative partners who do not use illicit drugs  
• Two or fewer partners who were HIV negative, did not use illicit 

drugs and with whom the volunteer used condoms for sexual 
intercourse 

 
6. If female, pregnant or planning a pregnancy within 4 months after last 

vaccination; or lactating   
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7. Unstable asthma (e.g. sudden acute attacks occurring without an 
obvious trigger) or asthma requiring:  

• Daily steroid or long acting β agonist prevention 
• Hospitalization in the last two years 

 
8. Bleeding disorder that was diagnosed by a physician e.g., factor 

deficiency, coagulopathy or platelet disorder that requires special 
precautions. (A volunteer who states that he or she has easy bruising 
or bleeding, but does not have a formal diagnosis and has 
intramuscular (IM) injections and blood draws without any adverse 
experience is eligible) 
 

9. History of splenectomy 
 

10. Any of the following abnormal laboratory parameters listed below 
(laboratory parameters must be consistent with I/E criteria prior to 
each vaccination):   

i. Hematology 
a. Hemoglobin <10.0 g/dL  
b. Absolute Neutrophil Count (ANC): ≤ 1000/mm3  
c. Absolute Lymphocyte Count (ALC): ≤ 500/mm3  
d. Platelets: ≤ 90,000/ mm3  

ii.  Chemistry  
a. Creatinine:  > 1. 1 x ULN  
b. AST:  >1.25 x ULN 
c. ALT:  >1.25 x ULN 

iii. Urinalysis: abnormal dipstick confirmed by microscopy  
a. Protein 2+ or more 
b. Blood 2+ or more (not due to menses)  
c. Leukocytes 2+ or more 

 
11. Receipt of live-attenuated vaccine within the previous 60 days (live 

attenuated flu vaccine within 14 days) or planned receipt within 60 
days after vaccination with Investigational Product; or receipt of other 
vaccine (e.g. pneumococcal), allergy treatment with antigen injections 
or tuberculin skin test within the previous 14 days or planned receipt 
within 14 days after vaccination with Investigational Product  
 

12. Receipt of blood transfusion or blood-derived products within the 
previous 6 months  

 
13. Participation in another clinical trial of an Investigational Product 

currently, within the previous 3 months or expected participation 
during this study  

 
14. Prior receipt of another investigational HIV vaccine candidate (note: 

receipt of an HIV vaccine placebo will not exclude a volunteer from 
participation if documentation is available and the IAVI Medical 
Monitor gives approval)  

 
15. History of severe local or systemic reactogenicity to vaccines (e.g. 
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anaphylaxis, respiratory difficulty, angioedema)  
 

16. History of severe allergic reactions to any substance requiring 
hospitalization or emergency medical care (e.g. Steven-Johnson 
syndrome, bronchospasm or hypotension) 
 

17. Known sensitivity to sulphite, aspirin or aminoglycoside antibiotics 
(e.g. amikacin, arbekacin, gentamicin, kanamycin, neomycin, 
netilmicin, paromomycin, streptomycin, tobramycin, etc) 

 
18. Confirmed diagnosis of active hepatitis B (HBsAg), hepatitis C (HCV 

antibodies), active syphilis or active tuberculosis  
 

19. History of severe neurological disorder, seizure or psychiatric disorder 
(e.g schizophrenia, severe psychosis, bipolar disorder requiring 
therapy, suicidal attempt or ideation)  

 
20. For those volunteers at clinical centres participating in ophthalmic 

examinations, any clinically significant abnormality found on baseline 
ophthalmic examination. 

 
5.2.5 Recruitment of Volunteers 

 
Healthy adult male and female volunteers may be recruited through 
information presented in community organizations, hospitals, colleges, 
other institutions and/or advertisements to the general public. This 
information will contain contact details. Low risk volunteers may also be 
recruited from epidemiology studies conducted at the research centres. If 
other recruitment strategies are used, the sponsor needs to be informed.  
 
 

6.0 STUDY VISITS 

6.1 Screening Period  
During Screening, study staff will perform the following procedures: 
 
• Provide and/or review the Informed Consent Document and answer any 

questions about the study prior to obtaining written informed consent 
• Perform Assessment of Informed Consent Understanding with the volunteer 
• Obtain written informed consent prior to conducting any study procedures  
• Assign volunteer identification number 

 
Volunteers will be screened first for Ad35-specific serum neutralizing antibodies 
within 90 days prior to the date of first vaccination. The first 10 volunteers 
screened at each research centre will also have PBMCs collected for QA 
purposes during the 90 day period. All other screening procedures must occur 
within 42 days prior to the date of first vaccination. Sample collection and 
procedures may be conducted at more than one screening visit, if required.  If 
screening procedures are not performed within these time periods, however, they 
must be repeated. In that case, the complete medical history may be replaced by 
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an interim medical history and the Volunteer Information Sheet of the Informed 
Consent Document should be reviewed. 

 
If the volunteer agrees to participate, study staff will: 
 
• Administer screening questionnaire  
• Assess HIV risk as part of screening questionnaire 
• Conduct HIV risk reduction counselling 
• Conduct pre-HIV test counselling 
• Conduct Family Planning counselling and refer for contraceptive counselling 

if necessary 
• Collect a comprehensive medical history  
• Collect concomitant medication information 
• Record height and weight 
• Perform a general physical examination, which includes an examination of 

skin, respiratory, cardiovascular and abdominal systems 
• Assess cervical and axillary lymph nodes  
• Record vital signs (pulse, respiratory rate, blood pressure and temperature) 
• Perform bilateral ophthalmic examination (only for specified centres; to be 

performed prior to first vaccination) 
• Collect specimens for all tests as indicated in the Schedule of Procedures 

(Appendices A, B and C)  
 

When available, the screening laboratory tests will be reviewed by the trial 
physician. Screening laboratory test(s) may be repeated once at the discretion of 
the principal investigator or designee to investigate any isolated abnormalities.  

 
If a volunteer has signed the consent form but does not meet the eligibility 
criteria, the records must be kept at the CRC.  

6.2 Vaccination Visit  
Prior to the vaccination, study staff will:  

 
• Answer any questions about the study 
• Review the Informed Consent Document with volunteers 
• Review screening safety laboratory data 
• Conduct HIV risk assessment 
• Conduct HIV risk reduction counselling 
• Conduct pre- and post-HIV test counselling 
• Conduct family planning counselling  
• Review interim medical history 
• Collect concomitant medication information 
• Perform a symptom-directed physical examination and any further 

examination indicated by history or observation  
• Record vital signs (pulse, respiratory rate, blood pressure and temperature) 
• Perform baseline local and systemic reactogenicity assessment of the site of 

vaccination  
• Collect specimens for all tests as indicated in the Schedule of Procedures 

(Appendices A, B and C).  Obtain pregnancy test results prior to vaccination.  
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The volunteer will be assigned an allocation number according to the instructions 
specified in the Study Operations Manual.  
 
The Investigational Product will be administered as specified in Section 8.4, 
Administration of Investigational Product. 
 
For the first 20 volunteers enrolled and vaccinated, study staff will closely 
observe volunteers for at least 4 hours after first vaccination for any acute 
reactogenicity. For the remaining volunteers, study staff will closely observe 
volunteers for at least 30 minutes after vaccination.  At the end of the observation 
period study staff will:  
 
• Record vital signs (pulse, respiratory rate, blood pressure and temperature)  
• Assess any local and systemic reactogenicity   
• Assess any other adverse events.   

 
For subsequent vaccination visits, study staff will perform the same procedures 
as above with the following exceptions: 

‐ Review the routine safety laboratory parameters (9.1.6) from the previous 
visit prior to each vaccination. If a volunteer has an abnormal laboratory 
value that is known at the time of vaccination, follow the specified 
guidelines (Section 12.0) 

‐ Conduct pre HIV-test counselling if an HIV Test is required (Appendices 
A, B and C) or provide post-test counselling if the results of a prior HIV 
test are being provided to the volunteer.  

‐ All volunteers will be observed for at least 30 minutes after vaccination 

6.3 Post-Vaccination Visits 

The volunteer will be asked to return to the clinic on Day 3 (+/- 1 day) Day 7 (+/- 
2 days), and Day 14 (+/- 3 days) after each vaccination for an assessment.  The 
study staff will review the memory card with the volunteer and record the 
information in the clinic chart.   
 
The following procedures will be conducted at this visit: 

 
• Collect concomitant medication information 
• If symptoms are present, perform a symptom-directed physical examination. 
• Assess adverse events. 
• Assess local and systemic reactogenicity  
• Collect specimens for all tests as indicated in the Schedule of Procedures 

(Appendices A, B and C). 

6.4 Additional Follow-up Visits  
Assessments and procedures will be performed according to the Schedule of 
Procedures (Appendices A, B and C).  
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6.5 Unscheduled Visits/Contact 
Unscheduled Visits/contacts are visits/contacts which are not described in the 
Schedule of Procedures (Appendices A, B and C). They may be performed at 
any time during the study.  Unscheduled visits may occur: 
 
• For administrative reasons, e.g., the volunteer may have questions for study 

staff or may need to re-schedule a follow-up visit. 
• To obtain laboratory test results from a previous visit. 
• For other reasons as requested by the volunteer or investigator. 
 
All unscheduled visits will be documented in the volunteers' study records and on 
applicable source documents.  

6.6 Final Visit/Early Termination Visit  
Assessments and procedures will be performed according to the Schedule of 
Procedures (Appendices A, B and C). Volunteers will be offered participation in 
the IAVI Long-Term Follow-Up protocol. 

 
 

7.0 STUDY PROCEDURES 

7.1 Informed Consent Process  
A sample Informed Consent Document consisting of a Volunteer Information 
Sheet and a Consent Form is provided by the sponsor to the CRC. This 
document needs to be made site-specific and translated (if necessary), submitted 
and approved by the IEC/ERB before it can be used at the CRC.  
 
Volunteer Information Sheet 
A qualified member of the study staff will obtain informed consent by reviewing 
the Volunteer Information Sheet.   
 
The following study specific elements are included:  
1. That it is unknown whether or not the vaccine(s) will protect against HIV 

infection or disease 
 

2. That it may be possible that the vaccinated volunteer will develop antibodies 
against HIV following vaccination, which may produce a positive result in a 
routine HIV Antibody Test, and that provisions have been made to distinguish 
between response to vaccine and HIV infection during and after the study. 
The positive result may return to negative after some time or it may remain 
positive for a long period of time, possibly several years. In case the 
volunteer has a positive result in a routine HIV Antibody Test, he/she will be 
followed after the study is over.   

  
3. That volunteers of childbearing potential should use a reliable form of 

contraception from screening throughout the vaccination period and until 4 
months after the last vaccination 

4. That placebo will be administered in this study and volunteer may receive 
placebo throughout the vaccination period 
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5. Potential risks and side effects of vaccination  
 
Consent Form 
 
Volunteers who give consent to participate in the study will do so on the basis of 
appropriate information and with adequate time to consider this information and 
ask questions. To confirm that the volunteer has understood the information 
contained in the Volunteer Information Sheet, an Assessment of Informed 
Consent Understanding (AOU) will be administered.  
 
The volunteer's consent to participate must be obtained by him/her signing or 
marking, and dating 2 copies of the informed consent form.  The person 
obtaining the consent will also sign. If the volunteer is functionally illiterate, the 
complete Informed Consent Document (including the Volunteer information 
Sheet) must be read to them in the language that they best understand in the 
presence of an independent literate observer not affiliated with the study, who will 
also sign and date the consent form as an impartial witness.  
 
One copy of the signed/marked and dated Informed Consent Document must 
remain at the CRC.  The second copy of the signed and dated Informed Consent 
Document will be offered to the volunteer to take home. Those volunteers who do 
not wish to take a copy will be required to document that they declined to do so.   
 
Family members, sexual partner(s) or spouse(s) will be offered education and 
counselling regarding a volunteer’s participation in the study ONLY if the 
participating volunteer has given their written consent. 

7.2 Medical History and Physical Examination 
At screening, a comprehensive medical history will be collected including details 
of any previous vaccinations and reaction to vaccinations, history of sexually 
transmitted diseases and contraceptive practices. At future visits, an interim 
medical history since the previous visit will be collected. 
 
A general physical examination includes an examination of skin, respiratory, 
cardiovascular and abdominal systems and an assessment of cervical and 
axillary lymph nodes. 
 
A symptom-directed physical examination includes any further examination 
indicated by history or observation.  
 
Measurement of height and weight and the recording of vital signs (pulse, 
respiratory rate, blood pressure and temperature) will be performed at time points 
according to the Schedule of Procedures (Appendices A, B and C). 

7.3 HIV Risk Assessment, HIV Testing and HIV-test Counselling  
At screening, study staff will assess volunteers for past and current risk of HIV 
infection to determine eligibility for the study.  In addition, HIV risk assessment 
will be performed at time points according to the Schedule of Procedure 
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(Appendices A, B and C) to measure any changes in HIV risk behaviour that may 
occur during the course of the study.  
 
Additionally, study staff will perform pre-HIV test counselling (prior to collecting 
blood for an HIV test) and post-HIV test counselling (when HIV test results are 
available) at time points according to the Schedule of Procedures (Appendices A, 
B and C). For more information on HIV testing and HIV-test counselling, see 
Section 11. 

7.4 HIV Risk Reduction Counselling 
Study staff will provide individual HIV risk reduction counselling, including free 
condoms, at every visit.  The procedures for risk reduction counselling will be 
detailed in site-specific SOPs. 

7.5 Family Planning Counselling 
Study staff will counsel volunteers about the importance of preventing 
pregnancies and use of condoms as well as other effective family planning 
methods. Condoms will be provided. Volunteers will be referred for family 
planning services either on-site or at a family planning clinic if a contraceptive 
prescription is required. 
 
The family planning counselling will be performed at time points according to the 
Schedule of Procedures (Appendices A, B and C).  

7.6 Specimens 
For the first 10 volunteers screened at each centre, up to 86 mL of blood will be 
collected at the Screening Visit.  36mL is required for screening and eligibility 
tests, while the remaining 50mL is needed to evaluate PBMC collection and 
processing protocols for this study.  For the remaining volunteers, up to 36 mL of 
blood will be collected at the Screening Visit. Up to 110 mL of blood will be 
collected at each later visit, usually from the antecubital fossa, according to the 
Schedule of Procedures (Appendices A, B and C).  
 
All safety tests and HIV diagnostic tests will be performed at the CRC 
laboratories with the exception of PCR for confirmatory HIV testing which will be 
done by Contract Laboratory Services (CLS), South Africa.  The Ad35 
neutralization antibody assay will be conducted at the Kenya AIDS Vaccine 
Initiative (KAVI) Laboratory, Nairobi, or the IAVI Human Immunology Laboratory. 
All other immunology testing will be conducted at the CRCs,  IAVI Human 
Immunology Laboratory and GSK laboratory, according to the Schedule of 
Procedures (Appendices A, B and C) and as indicated in section 9.2. Details of 
the assays and procedures will be described in the Laboratory Analytical Plan.  
 
All specimens will be handled according to the procedures specified in the Study 
Operations Manual (SOM) and Laboratory Analytical Plan (LAP). 
 
In the event of an abnormal laboratory value, volunteers may be asked to have 
an additional sample collected at the discretion of the principal investigator or 
designee. 
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7.7 Reimbursement  
Volunteers will be reimbursed for their time, effort and for costs to cover their 
travel expenses to the CRC and inconvenience caused due to study 
participation. Reimbursement will be made after the completion of each study 
visit.  Site-specific reimbursement amounts will be documented in the site-
specific Volunteer Information Sheet approved by the Ethics Committee. 

7.8 Randomization and Blinding  
Volunteers will be identified by a unique volunteer identification number.  
 
The randomization schedule will be prepared by the statisticians at the Data 
Coordinating Centre (DCC) prior to the start of the study. Volunteers will be 
automatically assigned a specific allocation number. An unblinding list will be 
provided to the CRC by the DCC. Volunteers will be randomly assigned to one of 
four groups (A-D). 
 
This study is a double-blinded clinical trial. For all groups, study staff (with the 
exception of the pharmacist) and volunteers will be blinded to the allocation of 
active vaccine or placebo within each group.  In Groups A and B, study staff (with 
the exception of the pharmacist) and volunteers will be blinded with respect to 
volunteer assignment between adjuvant groups A vs. B. There will be no blinding 
between group schedules A/B, C and D. Volunteers in Groups C or D will know 
their specific group assignment and will only be blinded with respect to receipt of 
vaccine or placebo. 
 
Volunteers will be informed about their group assignment once the database is 
locked. If the study volunteer is unblinded and becomes aware of treatment 
group assignment during the study, further administration of the Investigational 
Product (vaccine or placebo) will be discontinued. The study volunteer will be 
followed up until the end of the study according to Schedule of Procedures 
(Appendices A, B and C). 

7.9 Unblinding Procedure for Individual Volunteers 
Unblinding of an individual volunteer is indicated only in the event of a medical 
emergency in which the clinical management/medical treatment of the volunteer 
would be altered by knowledge of the group assignment. 
 
The unblinded information will be restricted to only a small group of individuals 
involved in clinical management/medical treatment of the volunteer (e.g., treating 
physician) and the blind will be maintained for those individuals responsible for 
the study assessments  
 
The reasons for unblinding should be documented and the Data Coordinating 
Centre should be notified. The procedures and contact numbers for unblinding 
are outlined in the SOM. 

7.10 Referral to Long Term Follow-Up Study 
To assess the long-term safety of the Investigational Product, all study volunteers 
will be offered participation in a long-term follow-up study with health 
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assessments, including HIV testing.  It is possible that blood will also be collected 
to assess the persistence of the immune response to the vaccine. Separate 
informed consent will be obtained for the Long-Term Follow-Up study. 
 

7.11 Social Impact Assessment 
 
A social impact questionnaire will be administered at time points indicated in the 
Schedule of Procedures (Appendices A, B and C) to assess the impact of trial 
participation on the volunteer’s daily life.. 
 
 

8.0 INVESTIGATIONAL PRODUCT  

8.1 Description 
   8.1.1 F4co/AS01 

F4co/AS01 HIV candidate vaccine is composed of 10 μg of F4co, a lyophilized 
recombinant protein, and a GSK Biologicals’ proprietary liquid adjuvant system 
belonging to the AS01 family. The AS01 adjuvant system is used to reconstitute 
the lyophilized antigen immediately prior to injection. 

F4co is a fusion protein that comprises 4 HIV-1-derived antigens (p24-RT-Nef-
p17):  

• p24, a viral capsid protein coded by the gag gene 

• RT (reverse transcriptase), a viral enzyme responsible for 
transcribing the viral RNA into double-stranded DNA. This enzyme 
was mutated in one amino acid (Tryptophan 229 substituted by 
Lysine) to remove the RT polymerase activity. This protein is 
coded by the pol gene 

• Nef, a regulatory protein coded by an open-reading-frame (ORF) 
that flanks the env gene. Nef as part of the F4 construct shows 
absence of biological activity.   

• p17, a viral matrix protein coded by the gag gene. 

The AS01 adjuvant system family is composed of immunostimulants, 
STIMULON® QS-21 (a triterpene glycoside purified from the bark of Quillaja 
saponaria) and MPL® (3-D Monophosphoryl lipid A), with liposomes as vehicles 
for these immunostimulants. 

There are two formulations in the AS01 family, AS01B adjuvant system and 
AS01E adjuvant system. AS01E contains half the quantity of immunostimulants of 
AS01B. The HIV candidate vaccine is named either F4co/AS01B or F4co/AS01E, 
depending on the AS01 formulation being used. 

F4co protein is supplied as a freeze-dried pellet in a 3 mL clear glass vial, closed 
with a grey rubber stopper and sealed with a central tear-off aluminum cap. Each 
vial contains one human dose of antigen corresponding to 10 μg of F4co. The 
AS01 adjuvant is an opalescent colorless liquid. Each 3 mL glass vial contains a 
single dose of adjuvant, e.g., at least 0.5 mL of AS01. 
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   8.1.2 Ad35-GRIN 

Ad35-GRIN is a recombinant replication-defective adenovirus serotype 35 and 
contains HIV-1 subtype A gag, reverse transcriptase, integrase, and nef genes 
(abbreviated as GRIN). The genes were designed as a fusion product, and 
codon optimized for human cell expression and translation. Mutations were 
introduced into the sequence to abrogate functional activity.   

The vaccine is supplied as a frozen sterile solution in a 4-mL vial with a butyl 
stopper and aluminum seal. Each vial contains 0.725 mL of vaccine. The volume 
of administration is 1.0 mL, which will deliver a final dosage of 2x1010 vp per 
dose. In order to administer 1.0mL, two vials will be used for each administration.  
The entire volume from the first vial will be drawn up and sufficient volume from 
the second vial to make 1.0 ml will be drawn into a single syringe and 
administered. The dose of the vaccine is expressed as a total virus particle (vp) 
count measured by HPLC. The vaccine is prepared in formulation buffer 
composed of Tris 10 mM pH 8.5, Sucrose 342.3 g/L, 1mM MgCl2, Tween80 54 
mg/L and 150mM NaCl in water for injection. 

 
8.1.3 Placebo 
The associated placebo is Saline (NaCl 0.9%), produced and released by GSK 
Biologicals. 

The summary of the Investigational Product is shown in Table 2. 
 
 

Table 2 
Formulation of Investigational Product 

Vaccine/Placebo Dosage Level Total Volume 
in Vial (mL) 

Total Volume 
to be injected 

(mL) 

Route of 
Administration 

F4co/AS01E 10 μg At least 0.5 mL 0.5 mL  IM 
F4co/AS01B 10 μg At least 0.5 mL 0.5 mL  IM 
Ad35-GRIN 2x1010 vp 0.725 mL 1.0 mL (using 

2 vials) 
IM 

Saline NA 0.7 mL 0.5 mL IM 
Saline for 

blinding with 
Ad35-GRIN 

NA 0.7mL 1.0 mL (using 
2 vials) 

IM 

IM = Intramuscular 

8.2 Shipment and Storage  
Authorization to ship the Investigational Product to the CRC will be provided in 
writing by the sponsor, upon confirmation that all required critical documents for 
shipment authorization are completed. The Investigational Product will be 
shipped to the CRCs according to the required storage conditions.  
 
F4co vaccine, AS01E & AS01B adjuvants, Placebo vials are stored at +2° to +8°C 
and Ad35-GRIN is stored at -70°C or below as recommended by the 
manufacturer. Each of the above drug products is identified by unique lot 
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numbers. Vials are labelled under Good Manufacturing Practice (GMP) in order 
to support a double-blinded trial and will be in compliance with regulatory 
requirements. Separate boxes containing each of the drug products, namelyF4co 
vaccine, AS01E adjuvant, AS01B adjuvant, Placebo vials and Ad35-GRIN vaccine 
will be packaged in separate cartons and shipped appropriately to the CRCs for 
use. 

8.3 Dispensing and Handling  
The Investigational Product will be dispensed as specified in the SOM.  
Designated study staff will ensure that the assignment matches the allocation 
number assigned to the volunteer.  

8.4 Administration  
Investigational Product will be administered at time points according to the 
Schedule of Procedures (Appendices A, B and C).  
 
The preferred site of first intramuscular administration is the deltoid muscle of the 
non-dominant arm (for example, injection in the left arm if volunteer uses mainly 
right arm). In the co-administration group, the two vaccines will be given 2-4 cm 
apart intramuscularly preferably in the deltoid muscle of the non-dominant arm. It 
is suggested that the same arm is used for each vaccination.  
 
Further information on the administration of the Investigational Product is 
supplied in the SOM. 

8.5 Accountability and Disposal  
In case of any temperature deviation for F4co, AS01B, AS01E or NaCl, official 
written approval for the use of vaccine must be obtained from GSK via the 
Sponsor. In case of any temperature deviation for Ad-35-GRIN, official written 
approval for the use of vaccine must be obtained from the Sponsor.  
 
All used vials will be returned to the Investigational Product dispenser or 
pharmacy at the end of each vaccination visit. The date, vial allocation number 
and location of storage of the returned vials will be recorded.  
 
During the study, the Investigational Product accountability form, the dispensing 
log and the log of returned vials will be kept and monitored.  
 
At the end of the study, the used and unused vials will be handled according to 
instructions of Sponsor. Further information on Accountability and Disposal is 
supplied in the SOM.  
  
 

9.0 ASSESSMENTS 

9.1 Safety Assessments 
Data on local and systemic solicited adverse events  will be collected by 
structured interview, using specific questions. Data on other adverse events will 
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be collected with an open-ended question. All data will be recorded on the 
appropriate source documents. 
 
The local and systemic solicited adverse events will be collected and the vital 
signs will be measured by study staff prior to vaccination and at least 30 minutes 
post-vaccination as specified in the Schedule of Procedures (Appendices A, B 
and C) 
 
9.1.1 Local solicited adverse events  

 
The presence of local solicited adverse events will be assessed at the 
time points specified in the Schedule of Procedures (Appendices A, B and 
C). 
 
Local solicited adverse events (pain, tenderness, erythema/skin 
discoloration, induration, oedema) will be assessed and graded using the 
Appendix D, Adverse Event Severity Assessment Table as a guideline.  
 

9.1.2 Systemic solicited adverse events  
 
The presence of systemic solicited adverse events will be assessed at the 
time points specified in the Schedule of Procedures (Appendices A, B and 
C). 
 
Fever, chills, headache, malaise, sweating, fatigue, myalgia, arthralgia, 
nausea, vomiting, diarrhoea and abdominal pain, will be assessed and 
graded using the Appendix D, Adverse Event Severity Assessment Table 
as a guideline. 
 

   9.1.3 Vital Signs 
 

At the vaccination visits, vital signs (pulse, respiratory rate, blood 
pressure and temperature) will be measured by study staff prior to 
vaccination and at least 30 minutes post-vaccination. 
 
For the other study visits vital signs will be assessed at the time points 
specified in the Schedule of Procedures (Appendices A, B and C).  
 

9.1.4 Other adverse events 
 
Occurrence of other adverse events, including autoimmune disease and 
connective tissue disorders (including Serious Adverse Events) will be 
collected following an open question to volunteers on the time points 
according to the Schedule of Procedures (Appendices A, B and C). The 
adverse events will be graded using the Appendix D, Adverse Event 
Severity Assessment Table as a guideline.  
 
For more information regarding adverse events refer to Section 10.0, 
Adverse Events. 
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9.1.5 Concomitant Medications 
 
During the study, information regarding concomitant medications and 
reasons for their use will be solicited from the study volunteers at each 
visit and recorded.  
 
Concomitant receipt of Investigational Products, including other HIV 
vaccines is prohibited during the study. 
 
If clinically indicated, non-live vaccines (non-HIV) and immunoglobulin 
may be given up to 14 days before study vaccination(s) or after post-
vaccination blood draw (i.e., 14 days or more after any study 
vaccinations).  
 
Live-attenuated vaccines (non-HIV) may be given 60 days before study 
vaccination(s) or 60 days after the post-vaccination blood draw (live 
attenuated flu vaccine may be given within 14 days before study 
vaccination(s) or after the 14-day post-vaccination blood draw). However, 
the study vaccination(s) should not be given if there are any continuing 
symptoms from recently administered non-HIV vaccines. In this situation, 
the CRC investigator should consult with IAVI Medical Monitor before 
administering the next study vaccination.  
 
If the use of a short tapering (<2 weeks) course of oral corticosteroids is 
required, the study vaccinations may be continued after a 4 week 
washout period provided that the medical condition requiring this therapy 
has resolved completely and in the opinion of both the CRC investigator 
and IAVI Medical Monitor the continuation of the study vaccinations will 
not jeopardize the safety of the volunteer. Volunteers requiring chronic (> 
2 weeks) or long term therapy will not receive any further vaccinations but 
will continue with follow-up visits until the end of the study. 
 

9.1.6 Routine laboratory parameters 
 
Table 3 shows the laboratory parameters that will be measured routinely. 
These will include haematology, clinical chemistry, immunological assays 
and urinalysis. The samples for these tests will be collected at the time 
points indicated in the Schedule of Procedures (Appendices A, B and C). 

 
 

Table 3 
Laboratory Parameters 

 
Laboratory Parameter Test 
Haematology Full blood count (haemoglobin, haematocrit, erythrocytes, leucocytes, 

platelets).  
Differential count, absolute neutrophil count, absolute lymphocyte 
count 

Clinical Chemistry Liver function tests:  aspartate transferase (AST), alanine transferase 
(ALT), total and direct bilirubin.  
Kidney function: creatinine 
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Immunology CD4+ and CD8+ T cells (absolute count) 
Urinalysis Dipstick test for protein, blood glucose, ketones, esterase 

(leukocytes), nitrite. If abnormalities (blood, protein, leucocytes) are 
found on dipstick test then further test will be performed (e.g., 
microscopy, culture) 

 
9.1.7 Specific screening tests: 

 
Volunteers will be screened to exclude the following diseases: 
 

• Hepatitis B:  positive for hepatitis B surface antigen (HBsAg) 
• Hepatitis C: positive for hepatitis C antibodies (HCV antibodies) 
• Syphilis:  confirmed diagnosis of active syphilis (RPR and TPHA or 

equivalent) 
• Tuberculosis: In volunteers presenting with productive cough of 

more than 15 days duration, a chest x-ray and sputum examination 
for Acid Fast Bacilli will be performed to rule out active tuberculosis  

 
Volunteers will also be screened and excluded for the following: 
 

• Seropositivity for Ad35-specific neutralizing antibody  

9.2 Immunogenicity Assessments 
9.2.1 Antibody Responses 

 
Antibodies against vaccine encoded HIV proteins will be measured 
according to time points indicated on the Schedule of Procedures 
(Appendices A, B and C). Further antibody testing such as avidity or other 
functional antibody assays will be conducted if warranted.  

 
Samples for neutralizing antibodies against the Ad35 vector will be taken 
at time points as indicated in the Schedule of Procedures (Appendices A, 
B and C).  

 
9.2.2 Cellular Responses 

 
Assays will be performed according to the IAVI Human Immunology 
laboratory and GSK SOPs as specified in the LAP Standard reagents will 
be used. 
 
Immunogenicity assays, including ELISPOT and intracellular cytokine 
staining (ICS) assays for monitoring the number of circulating T cells that 
can be stimulated to produce cytokines, will be performed at time points 
indicated in the Schedule of Procedure (Appendices A, B and C), using 
peptide pools and/or proteins representing all or a portion of the vaccine 
encoded (GRIN and F4Co) antigen(s). Where feasible, ELISPOT assays 
will be performed on site using fresh or cryopreserved PBMC.  
 
Pending the results of the secondary immunogenicity assays (ELISPOT 
and ICS), further exploratory studies may be carried out to look at the 
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breadth of the response via epitope mapping using vaccine matched 
peptides and cross-reactive epitopes using peptides from different HIV-
subtypes.  Vaccine induced T cell responses may be further 
characterized for HLA restriction and additional markers on the 
responding cells, such as markers for memory, activation, function or 
markers for homing to mucosal tissues. The ability of PBMC to restrict the 
growth of HIV in vitro may be examined using a Virus Inhibition Assay. 
The analytical plan for the immunology studies will be developed between 
IAVI, GSK and the CRC teams and an algorithm will be applied to 
determine which samples and time points are prioritized for exploratory 
assays. 
 

9.2.3 PBMC, Serum and Plasma Storage 
 
Samples of cryopreserved PBMC, plasma and serum will be taken at time 
points as indicated in the Schedule of Procedures (Appendices A, B and 
C) for purposes of standardisation, quality control and for future assays 
related to HIV vaccine research and development. These samples will be 
archived and only the volunteer identification number will identify the 
samples.  
 
For the immunogenicity assessments, the laboratory personnel will be 
trained as necessary by the sponsor and provided with a written 
procedure manual. The sponsor will also provide specific instructions on 
reagents. 
 
The samples described in 9.2.2 and 9.2.3 will be shipped routinely from 
each CRC to the IAVI Human Immunology Laboratory and the GSK 
laboratory as indicated in the Schedule of Procedures (Appendices A, B 
and C). The immunological testing will be performed at the CRCs, IAVI 
Human Immunology Laboratory and the GSK laboratory in accordance 
with organization standard SOPs and standard reagents.  

9.3 Other Assessments  
9.3.1 HLA (Human Leukocyte Antigen) Typing 

 
Samples for HLA typing will be collected at the single time point indicated 
in the Schedule of Procedures (Appendices A, B and C).   
 
HLA typing will be performed on samples that are selected for epitope 
mapping, VIA assays or other assay where the HLA type will inform the 
testing or interpretation of results.  
 

9.3.2 HIV test 
 
Samples will be tested at the time points indicated in the Schedule of 
Procedures (Appendices A, B and C). Further information is specified in 
Section 11.1 HIV Testing. 
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9.3.3 Pregnancy Test 
 
A urine pregnancy test for all female volunteers will be performed by 
measurement of Human Chorionic Gonadotrophin (βhCG) at the time 
points indicated in the Schedule of Procedures (Appendices A, B and C). 
 
The results of the pregnancy test must be negative prior to vaccination.  
 

9.3.4 Ophthalmic Examination  
 

The eye examination will be performed prior to the first vaccination and 
within one month of the final study visit in 100% of the volunteers enrolled 
in 2 centres (approximately 50% of enrolled volunteers).  The purpose of 
this is to assess the effects of the investigational vaccine on structures 
and tissues of the eye, including lens opacities. The eye examination will 
be performed according to procedures detailed in the SOM.  
 
 

10.0 ADVERSE EVENTS 

10.1 Definition 
An adverse event (AE) is any untoward medical occurrence in a volunteer 
administered Investigational Product and which does not necessarily have a 
causal relationship with the Investigational Product. An AE can therefore be any 
unfavourable or unintended sign (including an abnormal laboratory finding), 
symptom, or disease, temporally associated with the use of the Investigational 
Product whether or not related to the Investigational Product.  

10.2 Assessment of Severity of Adverse Events 
Assessment of severity of all AEs is ultimately the responsibility of the principal 
investigator.  
 
The following general criteria should be used in assessing adverse events as 
Grade 1, 2, 3, or 4 if not identified elsewhere in the Adverse Event Severity 
Assessment Table (Appendix D).   
• Grade 1: Symptoms causing no or minimal interference with usual social & 

functional activities; 
• Grade 2:  Symptoms causing greater than minimal interference with usual 

social & functional activities; 
• Grade 3:  Symptoms causing inability to perform usual social & functional 

activities; 
• Grade 4: Symptoms causing inability to perform basic self-care functions OR 

Medical or operative intervention indicated to prevent permanent impairment, 
persistent disability, or death  
 

Guidelines for assessing the severity of specific adverse events and laboratory 
abnormalities are listed in Appendix D, Adverse Event Severity Assessment 
Table.   
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10.3 Relationship to Investigational Product 
The relationship of an (S)AE is assessed and determined by the Principal 
Investigator or designee. All medically indicated and available diagnostic 
methods (e.g., lab, blood smear, culture, X-ray, etc.) should be used to assess 
the nature and cause of the AE/SAE. Best clinical and scientific judgment should 
be used to assess relationship of AE/SAEs to the Investigational Product and/or 
other cause.  
 
The following should be considered for the assessment of relationship of adverse 
events to the investigational Product: 
 
• Presence/absence of a clear temporal (time) sequence between 

administration of the Investigational Product and the onset of AE/SAE  
 

• Presence/absence of another cause that could more likely explain the 
AE/SAE (concurrent disease, concomitant medication, environmental or toxic 
factors, etc.)  
 

• Whether or not the AE/SAE follows a known response pattern associated 
with the investigational Product 
 

The relationship assessment should be reported as one of the following: 
 
Not Related: clearly explained by another cause (concurrent disease, 
concomitant medication, environmental or toxic factors, etc.). 
 
Unlikely: more likely explained by another cause (concurrent disease, 
concomitant medication, environmental or toxic factors, etc.). 
 
Possibly: equally likely explained by another cause but the possibility of the 
Investigational Product relationship cannot be ruled out (e.g., reasonably well 
temporally related and/or follows a known Investigational Product response 
pattern but equally well explained by another cause). 
 
Probably: more likely explained by the Investigational Product (e.g., reasonably 
well temporally related and/or follows a known Investigational Product response 
pattern and less likely explained by another cause). 
 
Definitely: clearly related and most likely explained by the Investigational 
Product 
 
For the purpose of expedited safety reporting, all possibly, probably or definitely 
related SAEs are considered Investigational Product related SAEs. 

10.4 Serious Adverse Events 
An adverse event is reported as a "Serious Adverse Event" if it meets any the 
following criteria (as per ICH GCP Guidelines): 
• Results in death 
• Is life threatening 
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• Results in persistent or significant disability/incapacity.  
• Requires in-patient hospitalization or prolongs existing hospitalization.  
• Is a congenital anomaly/birth defect or spontaneous abortion. 
• Any other important medical condition that requires medical or surgical 

intervention to prevent permanent impairment of a body function or structure.  
 
Serious Adverse Events (SAEs) should be reported to IAVI within 24 hours of the 
CRC becoming aware of the event. All SAEs should be reported using the 
designated SAE Report Form and sent to the sponsor according to SAE 
Reporting Guidelines (see SOM).  
 
To discuss Investigational Product related SAEs or any urgent medical questions 
related to the SAE, the CRC investigator should contact one of the IAVI medical 
monitors directly (see the Contact List).  
 
The IAVI SAE Report Form should be completed with all the available 
information at the time of reporting.  The minimum data required in reporting an 
SAE are the volunteer identification number, date of birth, gender, event 
description (in as much detail as is known at the time), onset date of event (if 
available), reason event is classified as Serious, reporting source (name of 
principal investigator or designee), relationship assessment to the Investigational 
Product by the investigator.  
 
The Principal Investigator or designee is required to write a detailed written report 
with follow up until resolution or until it is judged by the principal investigator or 
designee to have stabilized. 
 
The Principal Investigator or designee must notify the local IRB/IEC of all SAEs 
as appropriate.  In case of Investigational Product related SAEs, the sponsor will 
ensure  the local regulatory authorities are notified as well as the Safety Review 
Board (SRB), and other research centres where the same Investigational Product 
is being tested.  
 
More details on SAE definitions and reporting requirements are provided in the 
SAE Reporting Guidelines (see SOM). 

10.5 Clinical Management of Adverse Events 
Adverse events (AEs) will be managed by the clinical study team who will assess 
and treat the volunteer as appropriate, including referral.  If any 
treatment/medical care is required as a result of the harm caused by the 
Investigational Product or study procedures, this care will be provided free of 
charge. 
 
If a volunteer has an adverse event and/or abnormal laboratory value that is 
known at the time of study vaccination(s), the specifications of Section 12.0 will 
be followed. 
 
Volunteers will be followed until the adverse event resolves or stabilizes or up to 
the end of the study, whichever comes last. If at the end of the study, an adverse 
event (including clinically significant lab abnormality) that is considered possibly, 
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probably or definitely related to the Investigational Product is unresolved, follow-
up will continue until resolution if possible and the volunteer will be referred.  

10.6 Pregnancy 
Although not considered an adverse event, if a female volunteer becomes 
pregnant during the study, it is the responsibility of the Principal Investigator or 
designee to report the pregnancy promptly to IAVI using the designated forms. 
However, serious complications of pregnancy that meet SAE criteria specified in 
the Section 10.4 of this Protocol (e.g., eclampsia, spontaneous abortion, etc.) 
should be reported as SAEs. If a female volunteer becomes pregnant during the 
study, vaccinations will be discontinued and the volunteer followed for safety until 
the end of pregnancy or study completion, whichever occurs last. Approximately 
2-4 weeks after delivery, the baby will be examined by a physician to assess its 
health status and the results will be reported to IAVI.  

10.7 Intercurrent HIV Infection 
HIV infection cannot be caused by the Investigational Product. If a volunteer is 
found to be HIV-infected through exposure in the community, study vaccinations 
must be discontinued and the volunteer followed according to procedures 
described in Section 12.2.  
 
Intercurrent HIV infection in study volunteers, although not considered an SAE 
must be reported promptly to IAVI using the designated forms. IAVI will report 
intercurrent HIV infections using the same procedure as SAE reporting.  Serious 
medical conditions associated with the HIV infection that meet SAE criteria 
specified in the Section 10.4 of this Protocol (e.g. sepsis, pneumonia, etc.) 
should be reported as SAEs using the SAE Report Form. 

10.8 Serious Event Prior to Investigational Product Administration 
If a serious event occurs in the period between the volunteer signing the 
Informed Consent Form and receiving their first study injection, the event will be 
reported using the SAE form and following the same procedures for SAE 
reporting as indicated in Section 10.4. The type of event will be indicated by 
using the relevant checkbox on the SAE form.  
 
 

11.0  MANAGEMENT OF HIV ISSUES DURING AND FOLLOWING 
STUDY 

11.1 HIV Testing 
Volunteers will be tested for HIV-1 and HIV-2 antibodies as indicated in the 
Schedule of Procedures (Appendices A, B and C) or as needed, if medical or 
social circumstances arise. 
 
If the routine post-vaccination HIV Antibody test is positive, a predetermined 
algorithm will be followed to distinguish between an immune response to the 
vaccine from an HIV infection through exposure in the community.   
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To prevent unblinding of the volunteer and study staff, results will be reported to 
the CRC as “HIV-infected” or “Not infected with HIV-1 or HIV-2”.  
 
If a volunteer is found to be HIV-infected, a newly drawn blood specimen will be 
collected for confirmation.  
 
Volunteers who have a positive HIV-antibody test(s) as a result of vaccine-
induced HIV antibodies rather than a true HIV infection (false positive HIV test) 
will have their test result reported as “Not infected with HIV-1 or HIV-2” (to 
prevent unblinding of volunteer and staff) and will be followed up until the test 
becomes negative. At the end of the study these volunteers will be informed of 
the false-positive test result and offered continued follow-up. 
 
Should a volunteer require an HIV test outside the study for personal reasons, it 
is recommended that the volunteer contact the study staff first. The HIV test can 
be drawn at the CRC and then processed at an independent laboratory as 
above. Written evidence of HIV status (HIV-infected or HIV-uninfected) will be 
provided upon request.  
 
All volunteers will receive HIV risk reduction counselling and pre-HIV-test and 
post-HIV-test counselling as specified in Section 11.3.2. 

11.2 Social Discrimination as a Result of an Antibody Response to Vaccine  
The aim is to minimize the possibility of social discrimination in volunteers (if any) 
who develop vaccine-induced HIV antibodies and test positive on a diagnostic 
HIV antibody test.  Appropriate diagnostic HIV testing and certification will be 
provided both during and after the study as needed. In addition, the CRCs will 
have the option of offering the volunteer a card stating that he/she participates in 
a research study.  

11.3 HIV infection 
Volunteers who are found to be HIV infected at screening and volunteers 
who acquire HIV infection during the study will be provided the following: 
 

11.3.1 Counselling 
 
The volunteer will be counselled by the study counsellors.  The 
counselling process will assist the volunteer with the following issues: 
• Psychological and social implications of HIV infection 
• Who to inform and what to say 
• Implications for sexual partners 
• Implications for child-bearing 
• Avoidance of transmission to others in future 
 

11.3.2 Referral for Support and/or Care 
 
Volunteers will be referred to a patient support centre or institution of 
his/her choice for a full discussion of the clinical aspects of HIV infection.  
Referral will be made to a designated physician or centre for discussion of 
options of treatment of HIV-infection.   
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For those individuals who become HIV infected after enrolment in the 
study, antiretroviral therapy will be provided when clinically indicated 
according to accepted treatment guidelines. According to IAVI’s 
Treatment and Care Guidelines, antiretroviral therapy will be provided at 
no charge for up to 5 years after treatment is initiated, if not available free 
of charge elsewhere. 
 
Volunteers who acquire HIV infection during the study, despite 
counselling, will complete the Early Termination visit as detailed in the 
Schedule of Procedures (Appendices A, B and C) and then be referred to 
IAVI Protocol H, a separate research protocol for follow-up of HIV infected 
volunteers with clinical, laboratory and immunology assessments. 
 
HIV-infected pregnant women will be referred for prenatal care and to a 
program for the Prevention of Mother to Child Transmission (PMTCT).  A 
volunteer who becomes pregnant will be followed according to the 
timeline as specified in Section 10.6  

 
 

12.0 DISCONTINUATION OF VACCINATIONS AND/OR 
WITHDRAWAL FROM STUDY 

12.1 Discontinuation of Vaccinations  
Any volunteer discontinuing from further vaccinations or being considered for 
discontinuation of vaccinations will be discussed with the sponsor.  Volunteers 
will be discontinued from further vaccination for any of the following reasons:  
 
1. Pregnancy 
2. Intercurrent HIV Infection 
3. Use of systemic corticosteroids, immunosuppressive, antiviral, anticancer, 

antituberculosis or other medications considered significant by the 
investigator  

4. A disease or condition or an adverse event that may develop, regardless of 
relationship to the Investigational Product, if the principal investigator or 
designee is of the opinion that further study vaccinations will jeopardize the 
safety of the volunteer 

5. Any of the following current abnormal laboratory parameters which are known 
at the time of vaccination: 
Haematology 

• Haemoglobin <9.0 g/dL or <1.40 mmol/L  
• Absolute Neutrophil Count (ANC): < 1000/mm3 or < 1.0 x 

109/L 
• Absolute Lymphocyte Count (ALC):  ≤ 500/mm3 or ≤ 0.5 x 

109/L  
• Platelets: ≤ 90,000 ≥ 550,000/mm3 or ≤ 90 x 109 ≥ 550 x 109/L  

Chemistry  
• Creatinine:  >1.4 x ULN 
• AST:  >3.0 x ULN 
• ALT:  >3.0 x ULN 
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Urinalysis: Dipstick 3+ confirmed by microscopy for 

• Protein 
• Blood (not due to menses)  
• Leukocytes 

 
6. Receipt of live attenuated vaccine within the previous 60 days (live 

attenuated flu vaccine within 14 days) or planned receipt within 60 days 
after vaccination with Investigational Product or receipt of other vaccine 
within the previous 14 days or planned receipt within 14 days after 
vaccination with Investigational Product 

7. A Grade 4 local reactogenicity event (as per Appendix D) involving the 
injected arm  

8. Anaphylaxis; bronchospasm; laryngeal oedema; convulsions or 
encephalopathy following study vaccinations. 

9. Life threatening adverse event following study vaccinations unless not 
related to the Investigational Product and fully resolved.           

10. Any immediate hypersensitivity reaction judged to be related to           
                         the Investigational Product, if the principal investigator or designee is of                      
                         the opinion that further study vaccinations will jeopardize the safety of the   
                                   volunteer  

11. Volunteer requests to discontinue further vaccination. 
12. Participating in another clinical study of an Investigational Product 

12.2 Follow Up After Discontinuation of Further Vaccinations 
Volunteers, in whom study vaccinations are discontinued due to adverse events, 
will be followed until the adverse event resolves or stabilizes or up to the end of 
the study, whichever comes last. These volunteers will not be replaced. 
 
Follow-up of pregnant volunteers will be done as specified in Section 10.6. 

12.3 Withdrawal from the Study (Early Termination) 
Volunteers may be withdrawn from the study permanently for the following 
reasons: 
1. Volunteers may withdraw from the study at any time if they wish, for any 

reason. 
2. The principal investigator or designee has reason to believe that the 

volunteer is not complying with the protocol. 
3. If the sponsor decides to terminate or suspend the study. 
 
If the volunteer withdraws from the study, all early termination visit procedures 
will be performed according to the Schedule of Procedures (Appendices A, B and 
C) where possible. Every effort will be made to determine and document the 
reason for withdrawal from the study.  

 
 



CONFIDENTIAL 
 

 
IAVI Protocol B002 Version: 4.0  Page 49 of 95 
Date:  3 Aug 2010   

13.0 DATA HANDLING  

13.1 Data Collection and Record Keeping at the Clinical Research Centre 
Data Collection: All study data will be collected by the clinical study staff using 
designated source documents and entered onto the appropriate case report 
forms (CRFs). CRFs will be provided by IAVI and should be handled in 
accordance with the instructions from IAVI. All study data must be verifiable to 
the source documentation. A file will be held for each volunteer at the clinic(s) 
containing all the source documents.  Source documentation will be available for 
review to ensure that the collected data are consistent with the CRFs. 
 
All CRFs and laboratory reports will be reviewed by the clinical team, who will 
ensure that they are accurate and complete. 
 
Source documents and other supporting documents will be kept in a secure 
location. 
  
Standard GCP practices will be followed to ensure accurate, reliable and 
consistent data collection. 
 
Source documents include but are not limited to: 
• Signed Informed Consent Documents 
• Dates of visits including dates of vaccinations 
• Documentation of any existing conditions or past conditions relevant to 

eligibility  
• Reported laboratory results 
• All adverse events  
• Concomitant medications  
• Local and systemic reactogenicity events 

13.2 Data Collection and Transfer at the Human Immunology Laboratory 
Immunogenicity data generated at the CRCs, IAVI Human Immunology and GSK 
Laboratories will be entered or transferred into the Laboratory Information 
Management System (LIMS) and then transferred directly to the DCC by the 
designated party according to the Laboratory Analytical Plan (LAP). 
Immunogenicity data generated by GSK Laboratories will be transferred directly 
to the DCC in a suitable format 

13.3 Data Entry at the Clinical Research Centre 
The data collected at the CRC will be entered onto the CRFs by the study staff. 
To provide for real time assessment of safety, data should be entered as soon as 
reasonably feasible (e.g., within one week) after a visit. Immunogenicity results 
will be transferred within 2 weeks after the assay is performed. 

13.4 Data Analysis 
The data analysis plan will be developed and agreed upon by the sponsor, GSK  
and the Principal Investigators. The statistician at the Data Coordinating Centre 
in collaboration with the Principal Investigator and the Sponsor will create tables 
according to this data analysis plan.  
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The DCC will conduct the data analysis and will provide interim and final study 
reports to the sponsor who will share the report with GSK, the principal 
investigators, the SRB and the regulatory authorities as appropriate. 
 

 
14.0 STATISTICAL CONSIDERATIONS 

14.1 Sample Size  
A total of 140 volunteers (28 vaccine/7 placebo per group) will be entered into 
each of the 4 groups scheduled to receive F4co (formulated in AS01B or AS01E) 
vaccine or placebo and Ad35-GRIN vaccine or placebo. 

14.2 Statistical Power and Analysis 
The small sample size is appropriate for an exploratory study of a novel product 
while safety, tolerability and immunogenicity of the vaccine combinations are 
investigated. 

 
For safety and immunogenicity analyses, the placebo recipients from Groups A,  
and B will be combined.. However, for analyses where the schedule is not 
expected to have an impact, all placebo groups will be pooled together.  
  
14.2.1 Safety and Tolerability 
 

The rate of local and systemic reactogenicity will be used to assess the 
safety of the Investigational Products and proposed schedules.  

 
The rate of Serious Adverse Events related to the Investigational Product 
will be used as one measure of the safety of the Investigational Products. 
Adverse Events that may be temporarily incapacitating (for example, loss 
or cancellation of work or social activities), which could make an 
Investigational Product impractical for large scale use if they occur in 
more than a small proportion of cases, will also be assessed.   

 
All adverse events will be reported, grouped as to whether or not they 
qualify as SAEs, their severity assessment, and their relationship to the 
Investigational Product (as judged by the investigator). 

 
The proportion of volunteers in each group who develop HIV infection will 
be analyzed. 

 
Power Considerations 
 
For Grade 4 (very severe) adverse events related to Investigational 
Product: if none of the volunteers receiving the combination of 
Investigational Products experiences such reactions, the 2-sided 95% 
upper confidence bound for the rate of these adverse events in the 
population is 0.03 (n=112) and 0.12 (n=28), by the Clopper-Pearson 
method.  
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There is limited power for comparison of event rates between treatment 
arms.  For example, with 80% power, the minimum detectable differences 
in event rates between the placebo (p) arm and the vaccine (v) arms are 
50% (when np=7, nv=28) and 28% (when np=14, nv=56), assuming a one-
percent incidence rate in the placebo arm (one-sided Fisher's exact test 
with significance level of 0.05). 
 
Planned Statistical Analyses: 
 
Considering the low power available for group comparison and the 
associated risk of false safety signal in the context of multiple exploratory 
analyses, the analysis of safety events will be based on within-group 
descriptive summaries for the incidence rate of each event. The 
associated 95% confidence intervals for the incidence rate within each 
group will also be provided. 
 
Interim analyses of grouped data will be carried out without unblinding the 
study to investigators or volunteers. At 1 month after the end of the 
vaccination regimen and at the end of the study, an analysis will be 
performed according to a pre-specified statistical analysis plan.  

 
   14.2.2 Vaccine Immunogenicity 

 
Cellular immune responses will be analyzed using binomial methods to 
examine for the presence or absence of HIV specific T-cell responses 
quantified by ELISPOTand ICS. In addition, ICS magnitude will be 
analyzed based on log-normal distribution assumptions. 

 
The Geometric Mean Titer (GMT) of anti-HIV antibodies will be assessed 
and the presence or absence of antibodies analyzed using binomial 
methods.  

 
Response Criteria for Immunogenicity Endpoints: 

 
IFN-γ ELISPOT: Responses are expressed as spot forming cells/million 
(SFC/106) PBMC. The GRIN peptides matching the Ad35 vaccine have 
been qualified using 55 seronegative PBMC specimens.  Positive 
responses are defined as:  1) A Mock-subtracted response greater than 
38 SFU/106 PBMC across all peptides 2) Mean replicate count >4x mean 
Mock count 3) Coefficient of Variation among replicate counts ≤70% 4) At 
least 3 replicates 5) Acceptance criteria for each sample comprises of the 
following; the average background < 50 and a response to PHA must be 
present.  Peptides matched to the F4co vaccine will be qualified to 
determine a similar cut-off for the IFN-γ ELISPOT.  
 
IL-2 ELISPOT: A cut-off for the IL-2 ELISPOT will be assessed after 
qualifying the assay with GRIN and F4co peptides and/or F4co proteins. 
Cut-offs based on pre-vaccination responses may also be used.   
 
ICS: ICS data are expressed as antigen-specific CD4+ CD40L+T-cells 
per million CD4+ T-cells or per hundred CD4+ T-cells (percentage). The 
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frequency of antigen specific CD4+ CD40L+ T cells are calculated as the 
difference between the frequency of CD4+ CD40L+ T cells expressing 
immune markers (among IFN-γ, IL-2 and TNF-α), upon in vitro stimulation 
with the peptide pools minus the frequency of CD4+ CD40L+ T cells 
expressing these immune markers upon in vitro stimulation with medium 
only. Differences less or equal to zero are imputed to 1 antigen specific 
immune marker expressing CD4+ CD40L+ T cell per 106 CD4+ T cells. 
The Geometric Mean calculations are performed by taking the anti-log of 
the mean of the log transformations. Frequency of CD4+ CD40L+ T-cells 
expressing markers to the fusion protein F4co (all antigens) is estimated 
by adding individual frequencies of CD4+ CD40L+ T-cells to each of the 4 
antigens (p17, p24, Nef, RT). A responder is a subject with antigen-
specific CD4+ response greater than or equal to the cut-off value. The 
cut-off will be chosen on the basis of pre-vaccination response for all 
subjects, by examining percentiles (95th percentile) in response to the 
different antigens.  
 
Likewise ICS data are expressed as antigen-specific CD8+ T-cells per 
million CD8+ T-cells or per hundred CD8+ T-cells (percentage). 
Calculation of the frequencies of antigen specific CD8+ T cells and 
definition of a responder are both based on the same rules as for the 
antigen specific CD4+ T cells responses.    
 
Anti-HIV antibody ELISA: IgG antibody responses to the fusion protein 
F4co and to the p24, RT, p17 and Nef antigens are assessed using 
standard ELISA techniques. A seropositive subject is a subject whose 
titre is greater than or equal to the cut-off value. The cut-off values for 
p17, p24, RT, Nef and F4co antibodies is 187 mEU/ml, 119 mEU/ml, 125 
mEU/ml, 232 mEU/ml, and 42 mEU/ml, respectively. The seropositivity 
rate is defined as the percentage of seropositive subjects. Geometric 
Mean Concentrations (GMCs) are calculated by taking the anti-log of the 
mean of the log value transformations. Antibody values below the cut-off 
of the assay are given an arbitrary value of half the cut-off for the purpose 
of GMC calculation. 
 
Ad35 neutralization titre: Ad35 Neutralization titre is measured in 
volunteers’ serum using a qualified cell based assay. In this assay target 
A549 cells (human lung carcinoma) are infected with a pre-determined 
amount of Luciferase-encoding Ad35 virus in the presence of serially 
diluted volunteer’s serum. Luciferase activity is measured after 48h of 
incubation and neutralization titre is inferred by plotting luciferase activity 
over serum dilution (or titre). From this plot we measure the inhibitory 
concentration at which 90% of the Ad35 infection is inhibited (EC90). If 
EC90 is inferior to 1/16 serum dilution the volunteer is considered Ad35 
neutralization negative. Volunteers for which EC90 is equal or greater 
than 1/16 are considered positive.  
 
Power Considerations 
 
Contrast between vaccine and placebo groups: The study has at least 
80% power (one-sided Fisher’s exact test, with α=0.05) to detect a 
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difference of 50%, 53% and 56% or more in the rate of positive responses 
between an active group (n1=28) and the placebo group (n2=7), assuming 
the rate of positive responses in the placebo group to be 1%, 5% and 
10%, respectively.  
 
Contrast between two active vaccine groups: The minimum detectable 
difference between the two vaccine groups is 28%, with α=0.05 and 80% 
power (two-sided Fisher’s exact test), based on an assumption of 1% 
positive response rate in one of the two groups. If the response rate in 
one group was 10% and 20%, the minimum detectable difference would 
be 35% and 39%, respectively (i.e., the corresponding response rates in 
the other group would have to be 45% and 59%).  
 
The criterion to be used for the demonstration of non-inferiority of the 
immune response induced by F4co/AS01E compared to F4co/AS01B is 
the following:  

 
The upper limit of the 95 % CI for the ratio of the magnitude of the 
CD4+ CD40L+ T cells expressing at least IL-2, between both 
groups, at 2 weeks post second vaccination, is below 1.5. 

 
Power considerations for the comparison of AS01E to AS01B are based 
on the values observed for the number of CD4+ T cells expressing at 
least IL-2 in GSK study PRO-HIV-005. A sample size of 27 subjects per 
group will provide a power of 80% to either exclude a difference higher 
than 1.5 fold between both adjuvants, assuming the same intensity for the 
CD4 T cell expressing at least IL-2 (with a one-sided alpha level of 0.025 
and assuming a standard deviation of 0.223 for the log10 intensity). 

 
Planned Statistical Analyses 

 
At 1 month after the end of the vaccination regimen and at the end of the 
study, an analysis will be prepared according to a pre-specified statistical 
analysis plan.  

 
Based on the previous experience with IAVI Phase I/II Investigational 
Product studies, it is expected that the amount of missing, unused or 
spurious data will be insignificant. Unused and spurious data will be listed 
separately and excluded from the statistical analysis. Missing data will be 
excluded from the statistical analysis.  

 
 

15.0 QUALITY CONTROL AND QUALITY ASSURANCE  
 
To ensure the quality and reliability of the data gathered and the ethical conduct of this study, a 
SOM has been developed.  

 
Regular monitoring will be performed according to ICH-GCP as indicated in Section 17.3.   

 
An independent audit of the study may be performed, if appropriate at the discretion of the 
Sponsor. 
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By signing the protocol, the Principal Investigators, agree to facilitate study related monitoring, 
audits, IRB/IEC review and regulatory inspection(s) and direct access to source documents. 
Such information will be treated as strictly confidential and under no circumstances will be made 
publicly available. 

 
 
16.0 DATA AND BIOLOGICAL MATERIAL 

 
All data and biological material collected through the study shall be managed in accordance with 
the Clinical Trial Agreement. Distribution and use of those data will be conducted by agreement 
of both parties, with the understanding that the data will be published (Section19 Publication). 
 
The computerized raw data generated will be held by the DCC on behalf of the sponsor. The 
study site will also hold the final data files and tables generated for the purpose of analysis. 
Principal investigators or designees will have access to the clinical study database with 
appropriate blinding. 

 
 

17.0 ADMINISTRATIVE STRUCTURE  
 

The Principal Investigator will be responsible for all aspects of the study at the CRC.  
 

17.1 Protocol Safety Review Team (PSRT) 
A PSRT will be formed to monitor the clinical safety data. During the vaccination 
phase of the trial, the PSRT will review the clinical safety data on a weekly basis 
via electronic distribution of reports.  An ad hoc PSRT review meeting will occur if 
any of the members of the PSRT requests a special review to discuss a specific 
safety issue or as specified in the Study Operations Manual.  

 
The PSRT will consist of the IAVI Medical Monitor (PSRT chair), IAVI Medical 
Safety Monitor and Principal Investigators or a medically qualified delegate of the 
Principal Investigator.  The IAVI CMO and GSK medical experts are ex officio 
members. 

   

17.2 Safety Review Board (SRB)  
The Safety Review Board (SRB) will oversee the safety monitoring of the study. 
The SRB will consist of independent clinicians/scientists/statisticians who are not 
involved in the study. Investigators responsible for the clinical care of volunteers 
or representative of the sponsor may not be a member of the SRB.  
 
However, the SRB may invite the Principal Investigator or designee, sponsor and 
GSK representatives to an open session of the meeting to provide information on 
study conduct, available data or to respond to questions.  
 
The SRB will review the blinded study data for the first 28 volunteers in groups 
A/B, for the first 14 volunteers in groups C and for the first 14 volunteers in group 
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D at 2 weeks post month 1, and 2 weeks post month 4 vaccinations. Interim 
reviews may be specifically requested (see Section 17.1.2).    
 

   17.2.1 Content of Interim Review 
 
The SRB will be asked to review the following data:  
• All clinical adverse events/reactogenicity judged by the Principal 

Investigator or designee to be possibly, probably or definitely related 
to the Investigational Product 
 

• All laboratory adverse events confirmed on retest and judged by the 
Principal Investigator or designee to be possibly, probably, or 
definitely related to Investigational Product  
 

• All Serious Adverse Events, independent of relationship to the 
Investigational Product.  

 

17.3  Criteria for Pausing the Study 

Enrollments and vaccinations will be stopped, and a safety review conducted by 
the SRB for any of the following criteria:  

 
• one subject experiences a serious adverse event which is probably or 

definitely related to the investigational vaccine(s), or two or more subjects 
experience similar serious adverse events which are possibly related to the 
investigational vaccine(s); 

• there is a subject death assessed as possibly, probably or definitely related to 
the investigational vaccine(s); 

• one subject with injection site ulceration, sterile abscess or necrosis 
associated with vaccine administration occurs; or 

• one subject with severe allergic reaction such as laryngospasm, 
bronchospasm or anaphylaxis associated with vaccine administration occurs. 
 

The sponsor will request a review by the SRB, or the SRB chair if other SRB 
members cannot be convened, to be held within 2 business days of the sponsor 
learning of the event(s). Ad-hoc review may be specifically requested by the 
sponsor, GSK, the Principal Investigators or by the SRB. The study may be 
unblinded at the discretion of the SRB. 

 
Following this review, the SRB will make a recommendation to the Sponsor, 
regarding the suspension or continuation of the vaccinations/ study. The Sponsor 
will inform GSK and the Principal Investigators without delay. 

17.4 Study Supervision 
The SRB and the IAVI CMO will be provided progress report(s) of this study.  
Close cooperation will be necessary to track study progress, respond to queries 
about proper study implementation and management, address issues in a timely 
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manner, and assure consistent documentation, and effective information sharing.  
Rates of accrual, retention, and other parameters relevant to the CRC's 
performance will be regularly and closely monitored by the study team as well as 
the SRB. 

17.5 Study Monitoring 
On-site monitoring will be conducted to ensure that the study is conducted in 
compliance with human subjects protection and other research regulations and 
guidelines, recorded and reported in accordance with the protocol, is consistent 
with locally-accepted HIV counselling practices, standard operating procedures, 
Good Clinical Practice (GCP) and applicable regulatory requirements.   
 
The monitor will confirm the quality and accuracy of data at the CRC by 
validation of CRFs against the source documents such as clinical records. The 
Investigators and volunteers, by giving consent, agree that the monitor may 
inspect study facilities and source records (e.g. informed consent forms, clinic 
and laboratory records, other source documents) as well as observe the 
performance of study procedures.  Such information will be treated as strictly 
confidential and will under no circumstances be made publicly available.   
 
The monitoring will adhere to Good Clinical Practice guidelines.  The Principal 
Investigator will permit inspection of the facilities and all study-related 
documentation by authorized representatives of IAVI, and Government and 
Regulatory Authorities relevant to this study. 

17.6 Investigator's Records 
Study records include administrative documentation—including reports and 
correspondence relating to the study—as well as documentation related to each 
volunteer screened and/or enrolled in the study—including informed consent 
forms, case report forms, and all other source documents.  The investigator will 
maintain and store, in a secure manner, complete, accurate, and current study 
records for a minimum of 2 years after marketing application approval or the 
study is discontinued and applicable national and local health authorities are 
notified. IAVI will notify the Principal Investigator of these events.   
 
 

18.0 INDEMNITY 
 
The Sponsor and Institution are responsible to have appropriate liability insurance.  For 
research-related injuries and/or medical problems determined to result from receiving the 
Investigational Product, treatment including necessary emergency treatment and proper follow-
up care will be made available to the volunteer free of charge at the expense of the Sponsor.   

 
 

19.0 PUBLICATION  
 

A primary manuscript describing safety and immune responses in this trial will be prepared 
promptly after the data analysis is available, based on the data compiled by the IAVI statistical 
centre.  Authors will be representatives of each CRC, the statistical centre, the laboratories, IAVI 
and GSK, subject to the generally accepted criteria of contributions to the design, work, analysis 
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and writing of the study. Precedence will be given to authors from the CRC enrolling the 
greatest number of volunteers. Manuscripts will be reviewed by representatives of each 
participating group as specified in the CTA or VDP Agreement. 

 
 

20.0 ETHICAL CONSIDERATIONS  
 

The Principal Investigator will ensure that the study is conducted in compliance with the 
protocol, Standard Operating Procedures in accordance with guidelines laid down by the 
International Conference on Harmonisation for Good Clinical Practice in clinical studies, the 
ethical principles that have their origins in the Declaration of Helsinki and applicable regulatory 
requirements.  

 
In addition to IEC/IRB and regulatory approvals, all other required approvals will be obtained 
before recruitment of volunteers. 
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APPENDIX A:  SCHEDULE OF PROCEDURES—GROUPS A and B  

Visits for Group 
 

Groups A and B 
 

Month Screen M0 
Enrol    M1    M2 M4    M5 M9 M12 M16/

ET1 

Week  0  W1 W2 W4 W4+ 
D3 

 
W5 

 
W6 W8 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D31 D35 D42 D56 D112 D115 D119 D126 D140 D252 D336 D448

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen A/B or 
Placebo  X    X     X        

Consent 
/Questionnaires/Counseling                   

Informed Consent and Assessment of 
Understanding  X                  

Screening Questionnaire  X                  

HIV Risk Assessment16 X X             X   X 

Social Impact Questionnaire                  X 

HIV Risk Reduction Counseling X X    X     X    X X X X 

Pre-/Post HIV-test Counseling  X X    X     X    X X X X 

Family Planning Counseling X X    X     X    X X X X 
Clinical Safety Assessments 
                   

Comprehensive Medical History  X                  

Interim Medical History  X X X X X X X X X X X X X X X X X 

Concomitant Medications X X X X X X X X X X X X X X X X X X 

General Physical Exam X                 X 

Symptom-Directed Physical Exam   X X X X X X X X X X X X X X X X  

Weight & Height X                 X 
Ophthalmic examination3  
 X                 X 
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Visits for Group 
 

Groups A and B 
 

Month Screen M0 
Enrol    M1    M2 M4    M5 M9 M12 M16/

ET1 

Week  0  W1 W2 W4 W4+ 
D3 

 
W5 

 
W6 W8 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D31 D35 D42 D56 D112 D115 D119 D126 D140 D252 D336 D448

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen A/B or 
Placebo  X    X     X        

Clinical Safety Assessments 
cont’d  

Vital Signs X X4     X4     X4          

Local and Systemic Reactogenicity   X4 X X X X4 X X X  X4 X X X     

Adverse Events  X X X X X X X X X X X X X X X   

Serious Adverse Events X5 X X X X X X X X X X X X X X X X X 
Lab Samples 
                   

HIV test 6 X X    X     X    X X X X 
Hep BsAg, anti-HepC, active syphilis 
and active tuberculosis7(Chest x-ray 
and sputum) 

X    
 

    
 

   
 

    

Haematology (+ plasma storage8) X X  X  X  X  X X  X  X X  X 

Clinical Chemistry (+ serum storage8) X X  X  X  X  X X  X  X X  X 

Immunology (CD4, CD8)  X                X 

Urinalysis X X   X X   X  X   X    X 
Pregnancy Test (all female 
volunteers) 
 

X X   
 

X    
 

X   
 

  X X 

Immunology Lab                   

Ad35 neutralization antibody assay 
(anti-vector)2, 9 X X   

 
 
 

         
 

X   X 

Sample HLA Typing10  X                 
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Visits for Group 
 

Groups A and B 
 

Month Screen M0 
Enrol    M1    M2 M4    M5 M9 M12 M16/

ET1 

Week  0  W1 W2 W4 W4+ 
D3 

 
W5 

 
W6 W8 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D31 D35 D42 D56 D112 D115 D119 D126 D140 D252 D336 D448

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen A/B or 
Placebo  X    X     X        

Immunology Lab cont’d  
PBMCs for Cellular immunogenicity 
assays, QA15+ PBMC storage8 X15                  
   - ELISPOT11  X           X  X    X     X  

   - ICS12  X         
 

X 
 

X  X   
 

X    X  

 Exploratory cellular immunology 
assays13  X        X X    X   X 

Antibody Immunogenicity Assays 
(anti-HIV)14  X        X X    X   X 

Other 
  

Refer to IAVI Long Term Follow -Up 
Protocol                  X 

 
 

1     = Early Termination   
2 = Allowable window for screening for Ad35 antibodies and collection of PBMCs from first 10 volunteers screened is -90 days; all other 

screening procedures is -42 days. 
3  = Exam will be performed on 50% of enrolled volunteers at specified centres.First exam must be performed prior to first vaccination. 

Second exam must be performed within 1 month after final study visit. 
4 = At baseline and 30 min post vaccination 
5 = Only serious events that are related to study procedures will be collected during screening period 
6 = If HIV infected, perform Early Termination visit and refer volunteer to IAVI Protocol H 
7 = Chest X-ray and sputum examination for Acid Fast Bacilli will be performed for volunteers presenting with productive cough of more than 

15 days duration to rule out active tuberculosis  
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8 = Further details are in the Laboratory Analytical Plan. Stored serum and plasma will be split between IAVI Human Immunology 
Laboratory (HIL) and GSK Laboratory. Stored PBMC will be split between IAVI HIL and GSK for exploratory research objectives on cells. 

9 = Testing will be conducted at IAVI HIL  
10 =Testing will be contracted out to a qualified HLA typing laboratory and performed in volunteers with robust immune responses in  
              order to map T cell epitopes 
11 =Immunogenicity testing (ELISPOT) will be conducted at CRCs, where feasible, and at IAVI HIL 
12 = Immunogenicity testing (ICS) will be conducted at GSK laboratories 
13 = Immunogenicity testing (Exploratory cellular immunology) will be conducted at CRCs, where feasible, and at IAVI HIL or at GSK 

laboratories 
14 = Serology against clade B antigens will be done at GSK laboratories. Serology to multiple clades will be performed at sites on a subset of 

subjects/time-points 
15 =PBMCs will be collected from first 10 volunteers screened at each clinical research centre for purposes of standardization, quality control, 

and future assays related to HIV vaccine research and development 
16 =HIV risk assessment at screening will determine eligibility. A separate HIV risk assessment questionnaire will be administered after 

enrolment. 
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APPENDIX B:  SCHEDULE OF PROCEDURES—GROUP C 
Visits for Group Group C 

Month Screen M0 
Enrol   

 
M1 

 
M3 

 
  

 
M4   

 
M5 M9 M12 M16/ 

ET1 

Week  0  W1 W2 W4 W12 W12+
D3 W13 W14 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D84 D87 D91 D98 D112 D115 D119 D126 D140 D252 D336 D448 

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen C or 
Placebo   X     X    X        

Consent 
/Questionnaires/Counseling                   

Informed Consent and 
Assessment of Understanding  X                  

Screening Questionnaire  X                  

HIV Risk Assessment16 X X             X   X 

Social Impact Questionnaire                  X 

HIV Risk Reduction Counseling X X     X    X    X X X X 

Pre-/Post HIV-test Counseling  X X     X    X    X X X X 

Family Planning Counseling X X     X    X    X X X X 
Clinical Safety Assessments 
                   

Comprehensive Medical History  X                  

Interim Medical History  X X X X X X X X X X X X X X X X X 

Concomitant Medications X X X X X X X X X X X X X X X X X X 

General Physical Exam X                 X 

Symptom-Directed Physical 
Exam   X X X X X X X X X X X X X X X X  

Weight & Height X                 X 

Ophthalmic examination3  X                 X 

Vital Signs X X4      X4     X4        
Local and Systemic 
Reactogenicity   X4 X X X  X4 X X X X4 X X X     
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Visits for Group Group C 

Month Screen M0 
Enrol   

 
M1 

 
M3 

 
  

 
M4   

 
M5 M9 M12 M16/ 

ET1 

Week  0  W1 W2 W4 W12 W12+
D3 W13 W14 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D84 D87 D91 D98 D112 D115 D119 D126 D140 D252 D336 D448 

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen C or 
Placebo   X     X    X        

Clinical Safety Assessments 
cont’d  

Adverse Events  X X X X X X X X X X X X X X X   

Serious Adverse Events X5 X X X X X X X X X X X X X X X X X 
Lab Samples 
                  

HIV test 6 
 X X     X    X    X X X X 

Hep BsAg, anti-HepC, active 
syphilis and active 
tuberculosis7(Chest x-ray and 
sputum) 

X                  

Haematology (+ plasma storage8) 
 X X  X  X X  X  X  X  X X  X 

Clinical Chemistry (+ serum 
storage8) 
 

X X  X  X X  X  X  X  X X  X 

Immunology (CD4, CD8) 
  X                X 

Urinalysis 
 X X   X  X   X X   X    X 

Pregnancy Test (all female 
volunteers) 
 

X X     X    X      X X 

 
Immunology Lab                  

Ad35 neutralization antibody 
assay (anti-vector)2, 9   

 
X X    X X        X   X 

Sample HLA Typing10 

  X                 
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Visits for Group Group C 

Month Screen M0 
Enrol   

 
M1 

 
M3 

 
  

 
M4   

 
M5 M9 M12 M16/ 

ET1 

Week  0  W1 W2 W4 W12 W12+
D3 W13 W14 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D84 D87 D91 D98 D112 D115 D119 D126 D140 D252 D336 D448 

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen C or 
Placebo   X     X    X        

Immunology Lab  cont’d  
PBMCs for Cellular 
immunogenicity assays, QA15+ 
PBMC storage8 

X    
 

   
 

    
  

   

   - ELISPOT11  X    
 

X  
 

X 
 

 
 

     
 

X   X 

   - ICS12  X    
 

X  X  
 

     
 

X   X 

 Exploratory cellular immunology 
assays13  X    X X        X   X 

Antibody Immunogenicity Assays 
(anti-HIV)14  X    X X        X   X 

 
Other  

Refer to IAVI Long Term Follow -
Up Protocol                  X 

 
 
 

1     = Early Termination   
2 = Allowable window for screening for Ad35 antibodies and collection of PBMCs from first 10 volunteers screened is -90 days; all other 

screening procedures is -42 days. 
3  = Exam will be performed on 50% of enrolled volunteers at specified centres. First exam must be performed prior to first vaccination. 

Second exam must be performed within 1 month after final study visit. 
4 = At baseline and 30 min post vaccination 
5 = Only serious events that are related to study procedures will be collected during screening period 
6 = If HIV infected, perform Early Termination visit and refer volunteer to IAVI Protocol H 
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7 = Chest X-ray and sputum examination for Acid Fast Bacilli will be performed for volunteers presenting with productive cough of more than 
15 days duration to rule out active tuberculosis  

8 = Further details are in the Laboratory Analytical Plan. Stored serum and plasma will be split between IAVI Human Immunology 
Laboratory (HIL) and GSK Laboratory. Stored PBMC will be split between IAVI HIL and GSK for exploratory research objectives on cells. 

9 = Testing will be conducted at IAVI HIL  
10 =Testing will be contracted out to a qualified HLA typing laboratory and performed in volunteers with robust immune responses in  
              order to map T cell epitopes 
11 =Immunogenicity testing (ELISPOT) will be conducted at CRCs, where feasible, and at IAVI HIL 
12 = Immunogenicity testing (ICS) will be conducted at GSK laboratories 
13 = Immunogenicity testing (Exploratory cellular immunology) will be conducted at CRCs, where feasible, and at IAVI HIL or at GSK 

laboratories 
14 = Serology against clade B antigens will be done at GSK laboratories. Serology to multiple clades will be performed at sites on a subset of 

subjects/time-points 
15 =PBMCs will be collected from first 10 volunteers screened at each clinical research centre for purposes of standardization, quality control, 

and future assays related to HIV vaccine research and development 
16 =HIV risk assessment at screening will determine eligibility. A separate HIV risk assessment questionnaire will be administered after 

enrolment. 
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APPENDIX C:  SCHEDULE OF PROCEDURES—GROUP D 

Visits for Group 
 

Group D 
 

Month Screen M0 
Enrol    M1    M2 M4    M5 M9 M12 M16/

ET1 

Week  0  W1 W2 W4 W4+ 
D3 

 
W5 

 
W6 W8 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D31 D35 D42 D56 D112 D115 D119 D126 D140 D252 D336 D448

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen D or Placebo  X    X     X        
Consent 
/Questionnaires/Counseling                   

Informed Consent and Assessment of 
Understanding  X                  

Screening Questionnaire  X                  

HIV Risk Assessment16 X X             X   X 

Social Impact Questionnaire                  X 

HIV Risk Reduction Counseling X X    X     X    X X X X 

Pre-/Post HIV-test Counseling  X X    X     X    X X X X 

Family Planning Counseling X X    X     X    X X X X 
Clinical Safety Assessments 
                   

Comprehensive Medical History  X                  

Interim Medical History  X X X X X X X X X X X X X X X X X 

Concomitant Medications X X X X X X X X X X X X X X X X X X 

General Physical Exam X                 X 

Symptom-Directed Physical Exam   X X X X X X X X X X X X X X X X  

Weight & Height X                 X 
Ophthalmic examination3  
 X                 X 
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Visits for Group 
 

Group D 
 

Month Screen M0 
Enrol    M1    M2 M4    M5 M9 M12 M16/

ET1 

Week  0  W1 W2 W4 W4+ 
D3 

 
W5 

 
W6 W8 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D31 D35 D42 D56 D112 D115 D119 D126 D140 D252 D336 D448

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen D or Placebo  X    X     X        
Clinical Safety Assessments 
cont’d  

Vital Signs X X4     X4     X4          

Local and Systemic Reactogenicity   X4 X X X X4 X X X  X4 X X X     

Adverse Events  X X X X X X X X X X X X X X X   

Serious Adverse Events X5 X X X X X X X X X X X X X X X X X 
Lab Samples 
                   

HIV test 6 X X    X     X    X X X X 
Hep BsAg, anti-HepC, active syphilis 
and active tuberculosis7(Chest x-ray 
and sputum) 

X    
 

    
 

   
 

    

Haematology (+ plasma storage8) X X  X  X  X  X X  X  X X  X 

Clinical Chemistry (+ serum storage8) X X  X  X  X  X X  X  X X  X 

Immunology (CD4, CD8)  X                X 

Urinalysis X X   X X   X  X   X    X 
Pregnancy Test (all female 
volunteers) 
 

X X   
 

X    
 

X   
 

  X X 

 
Immunology Lab                   

Ad35 neutralization antibody assay 
(anti-vector)2, 9 X X   

 
 
 

 
X 
 

   
 

X 
 

 
X 
 

  
 

X   X 

Sample HLA Typing10  X                 
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Visits for Group 
 

Group D 
 

Month Screen M0 
Enrol    M1    M2 M4    M5 M9 M12 M16/

ET1 

Week  0  W1 W2 W4 W4+ 
D3 

 
W5 

 
W6 W8 W16 W16 

+D3 W17 W18 W20 W36 W48 W64 

Study Day  0 D3 D7 D14 D28 D31 D35 D42 D56 D112 D115 D119 D126 D140 D252 D336 D448

Visit Windows (Days)  -422 ± 1 ± 2 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 3 ± 1 ± 2 ± 3 ± 3 ± 7 ± 7 ± 7 
                   
Investigational Product 
                   

Investigational Regimen D or Placebo  X    X     X        

Immunology Lab cont’d  
PBMCs for Cellular immunogenicity 
assays, QA15+ PBMC storage8 X15                  

   - ELISPOT11  X      X 
     X  X    X     X  

   - ICS12  X      
 

X 
 

   X  X   
 

X    X  

 Exploratory cellular immunology 
assays13  X    

 
X 
 

   X X   
 

X   X 

Antibody Immunogenicity Assays 
(anti-HIV)14  X    

 
X 
 

   X X   
 

X   X 

Other 
  

Refer to IAVI Long Term Follow -Up 
Protocol                  X 

 
 

1     = Early Termination   
2 = Allowable window for screening for Ad35 antibodies and collection of PBMCs from first 10 volunteers screened is -90 days; all other 

screening procedures is -42 days. 
3  = Exam will be performed on 50% of enrolled volunteers at specified centres. First exam must be performed prior to first vaccination. 

Second exam must be performed within 1 month after final study visit. 
4 = At baseline and 30 min post vaccination 
5 = Only serious events that are related to study procedures will be collected during screening period 
6 = If HIV infected, perform Early Termination visit and refer volunteer to IAVI Protocol H 
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7 = Chest X-ray and sputum examination for Acid Fast Bacilli will be performed for volunteers presenting with productive cough of more than 
15 days duration to rule out active tuberculosis  

8 = Further details are in the Laboratory Analytical Plan. Stored serum and plasma will be split between IAVI Human Immunology 
Laboratory (HIL) and GSK Laboratory. Stored PBMC will be split between IAVI HIL and GSK for exploratory research objectives on cells. 

9 = Testing will be conducted at IAVI HIL  
10 =Testing will be contracted out to a qualified HLA typing laboratory and performed in volunteers with robust immune responses in  
              order to map T cell epitopes 
11 =Immunogenicity testing (ELISPOT) will be conducted at CRCs, where feasible, and at IAVI HIL 
12 = Immunogenicity testing (ICS) will be conducted at GSK laboratories 
13 = Immunogenicity testing (Exploratory cellular immunology) will be conducted at CRCs, where feasible, and at IAVI HIL or at GSK 

laboratories 
14 = Serology against clade B antigens will be done at GSK laboratories. Serology to multiple clades will be performed at sites on a subset of 

subjects/time-points 
15 =PBMCs will be collected from first 10 volunteers screened at each clinical research centre for purposes of standardization, quality control, 

and future assays related to HIV vaccine research and development 
16 =HIV risk assessment at screening will determine eligibility. A separate HIV risk assessment questionnaire will be administered after 

enrolment. 
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APPENDIX D - ADVERSE EVENT SEVERITY ASSESSMENT TABLE 
VERSION 1.0 DECEMBER 2004; CLARIFICATION AUGUST 2009 

ADAPTED FROM: DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF ADULT ADVERSE EVENTS 
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